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PEPTIC ULCER 

by 

DR V M KA IK1NJ, b A , f n c-S (Jcoin ) 

Peptic Ulcer is a very common disease and is more common m 
the Dcccan and Madras Presidency than in Gujarat and Northern 
India Many etiological factors like local irritation, auto digestion, 
oral infection, etc , have been put foruard as being responsible for 
the genesis of the nicer But it can be proved that the most important 
etiological factor is the neurogenic factor In this the sympathetic 
. and the parasympathetic nerves play the most important role Due to 
certain abnormal stimuli from the vegetative nervous centre m the 
cortex of the brain, the vagus is overstimulated giving rise to vagotonic 
condition, thus disturbing “the duodenal reflex ” The resulting 
hyperchlorhydria and pylorospasm give rise to the formation of peptic 
ulcer But even highly potent gastric juice will not produce peptic 
ulcer without, the existence of predisposing factors, like emotional 
upsets, giving rise to localized circulatory disturbances, prolonged gastric 
retention and excessive and prolonged gastric secretion and also other 
factors, including excessive use of alcohol, tobacco, food 'irritants, etc 

Gastric ulcer is much less common than duodenal ulcer Out of 
about 600 cases of peptic ulcer seen by me only 12 were of gastric ulcer 
and the rest w ere duodenal Out of the 187 cases of peptic ulcer opera- 
ted on by me, only two were for gastric ulcer and 185 for duodenal ulcer 

Hunger pain and its clock-worklike regularity and variation 
according to season, emotional changes, etc , are typical characteristics 
of duodenal ulcer In gastric ulcer pain occurs soon after food and 
symptoms of gastritis are present 

The best treatment for peptic ulcer is surgical But no case should 
be operated on until sufficient trial has been given to medical treatment 
■Whatever may be the drugs that are used, the chief aim must be to 
. reduce the acidity and to get rid of pylorospasm Diet and other habits 
must be veil regulated If medical treatment does not give relief 
after a definite trial surgery must be resorted to Gastro-jej unostomy 
and partial gastrectomy are the two methods which are commonly 
used Partial gastrectomy gives the best results It is not a formida- 
ble operation and with proper pre-and post-operative precautions the 

mortality is a ery low and the results are good 

*- — . — 

A Paper read before 78tli meeting or the Seth G S Medical College Stall Society on 10 th March 
1048, with Dr II G Dbayngudc in tlie Chair 
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KALA-AZAR: REPORT OF A CASE OF LOCAL 

ORIGIN 


by 

DR P RAGHVAN, md 

The present case of Kala-azar is reported because of its indigenous 
origin, m a boy of eighteen, who was born and has been staying since 
then m Bombay 

The city and province of Bombay have been regarded as a non- 
endemic or ‘dry’ area for Kala-azar and except for a single case report 
by Row and Patkar, there have been no reports of cases of Kala-azar 
from Bombay The cases of Kala-azar so far seen and reported from 
Bombay have been imported from Bengal, Assam or United Provinces 
As the subject of the case under report has been m Bombay and the 
maximum distance he had travelled was upto Bassein (a distance of 
40 miles from Bombay) it was considered to be of sufficient interest to 
justify the case being presented before the Staff Society 

Case Report 

Charles Serrao, aged eighteen years, unmarried Christian maffi, 
n.n assistant m a book binders’ shop, was admitted on the 13th April 
1948 for irregularly intermittent pyrexia, progressively mcreasing 
weakness, and constant dull aching pam m the left hypochondrium, 
of 45 days duration 

He had been healthy upto the time of his illness 45 days ago and 
denied history of any previous illness 

His personal history was npn-con tributary He had been twice 

in the past year to Bassdn, where he had stayed for a few hours each 
time His permanent residence was m a hut (with mud walls re- 
inforced with bamboo sticks) in Wadala village, a settlement m the 
north of the City of Bombay The family history was non-contribu- 
torv There was no history of fever m any members of the famdy 
Physical examination on admission revealed a lean, anaemic look- 
ing boy weiglung 99 lbs Temperature was 97°F, pulse 90 per minutq 
and respirations were 20 per minute Exceptmg obvious pallor of the 
skm, mucous membranes, lips, and nails no abnormal physical signs; 
were noticed on general examination His cardio-respiratory and 
nervous systems revealed nothmg abnormal The spleen was enlarged 
4 inches below the costal margin and the kver was enlarged 1 inch 
below the costal margin 

On investigation the following findmgs were noted — 

Unne — No abnormal constituents were found 
Stools — Few ova of ascaris lumbricoides and whipworm werq 
detected i 

Blood — Total erythorocytes — 8,160,000 per c m m 
Hb=7 6 grms % 

Total leucocytes=4,950 per c m m 

Differential count =Neutrophiles 85% . 

A Paper read before 81at meeting of Seth G S Medical College Staff Society held on 8th May 1 048 
with Dr R N Cooper in the chnlr 
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Eosinophiles 18% Monocytes 8% Lymphocytes 49% 
Moderate amsocytosis, poikilocytosis and hypochormia 
were noted 

Napiers Aldehyde reaction was strongly positive 
Sternal, -marrow smears — showed presence of Leishman- 
donovan bodies 

Culture of sternal marrow material showed a growth of 
leptomonas form of Leishmarua donovam 
Plasma proteins — Total proteins 7 81 grms % 

Albumin 3 56 grms % 

Globulin 4 25 grms % 

Serum Icteric index 8 

Serum Van den Bergh’s test — negative 

Triple Widal reaction — negative 

The patient was afebrile after admission till the 26th April when he 
had a rise upto 99 6° F which subsided after a few hours He had 
again a rise upto 100°F on 29th April 

A diagnosis of Kala-azar was made on the basis of the clinical 
findings, the positive aldehyde test, the presence of Leishman-donovan 
bodies in the sternal marrow smears and the presence in culture of 
leptomonas forms of the Leishmama donovam 

He was treated with 5 grams of antimony gluconate (Stibatim of 
Glaxo Laboratories) m ten doses of 0 5 gram each He had a small 
epistaxis on the 2nd day of treatment which subsided with routine 
treatment and on the 5th and 6th day of treatment he developed multi- 
ple furuncles and fever which were managed with adequate doses of 
penicillin He was discharged on 14th May 1948 apparently cured 
and was advised to take ferrous sulphate and vitamin B complex Two 
months later, the spleen was not palpable and the patient had put on 
some weight, was feeling normal and had resumed his usual v> ork 
Dr $ D Dalai and I visited subsequently the colony where the 
patient resided and examined the inmates of the patient’s hut and the 
neighbouring ones There were only four people who gave a history 
of fever m the past, and m none of them could we detect a splenic 
enlargement 

Discussion — Bombay has so far been regarded as being a ‘dry’ 
or non-endemic area for Kala-azar As mentioned m the introduction 
a case of undoubted indigenous origin was reported in November 1947 
by Row and Patkar 1 To the best of our knowledge, the present case 
is the second one 

Napier* m discussing the epidemiological considerations in trans- 
mission and incidence of Kala-azar pointed out that the condition 
necessary for the prevalence of Kala-azar m any area are (1) an altitude 
of less than 2,000 feet, (2) a humid subtropical climate with a range of 
temperature between 45°F and 100 °F, (8) an average annual heavy 
rainfall and (4) presence of rich alluvial soil He also pointed out 
that inadequate sanitary - conditions and accumnlatioir of refuse and 
untidy surroundings and heavy vegetation - near residential places 
increases the liability to Kala-azar In considering the absence of 
Kala-azar m Bombay he felt that the lack of rich alluvial soil and pre- 


Uaghvan — A Case of Local Origin 




Perhaps it will be not justifiable to assume that Kala-azar exists 
in. an endemic form m Bombay on the basis of these two reports, 
but the problem warrants further investigation Investigation of 
cases of irregularly intermittent and prolonged pyrexia associated with 
spleno-megaly from the point of view of Kala-azar and an investigation 
by the public health authorities of the local sandfly are indicated 
Conclusions — A case of Kala-azar of undoubtable local origin, 
m a boy of eighteen is reported 

The epidemiological factors which determine the presence of 
Kala-azar m an area are briefly mentioned 

I am grateful to Dr S D Dalai for asslitanoe in following up the case and in examining 
members of the Wodnla village and to Prof L Monteiro (now heaa of the Dept of Pathology, 
Toplwala National Medical College) for help rendered in in\ cstigntion 

REFERENCES 

1 R Row iNA Patkar Ind Phj VI 251 (No\ ) 1947 

2 L E Napier Ind Med Research Memoir No 4 219 j (Feb ) 1020 



Clinical Case Reports 


CEREBELLAR TUMOUR BY DR A V. BALIGA 

A girl aged about 13 lears was admitted on 13-1-1 948 for (:) 
Headache — duration G months (n) Diminution of vision — 2 months 
0 D P — She noticed for the first time diminution of vision m the 
right ej e nearly three months prior to admission Smce then both the 
visions were gradually affected She also gave history of projectile 
vomits for some davs nearly three months prior to admission She 
also gave history of giddiness and that on walking the room seemed to 
rotate round her She however could not tell the direction of the rota- 
tion of the room There was no histon of convulsions of fits 
Personal history 

Past history S nothing of importance. 

Family history J 

Physical Examination 

C N S — Higher functions normal 

Cranial ncrrcs — Total loss of vision of the right and partial loss of 
left side 

Papilloedema both sides 

Complete deafness right ear due to atresion of the external auditory 
meatus 

Motor Si stan — 

Tone 
Power 

Co-ordination 
Nutrition 
Senson system — 

Nothing abnormal 
Rhomberg s sign positive 
Reflexes — 

Superficial Planters extensor both sides 
Deep reflexes were diminished 
Visceral reflexes — 

She used to pass urine and stool in bed 
All other systems were normal 
Investigations — 

Routine examination of the C 
Appearance 
Cells 
Protein 
Globulm 
Sugar 
Organism 

TVassermann Test with the C S 
Blood picture showed — 

Total number of Red B Cells 4 1 million emm. 

Total number of W. B Cells 7G00 emm 
The B P was 96 ; 60 m m of Hg 
Stools were normal. 

Special investigations — 

Plam X-Rav of the skull — normah 


diminished in all the extremities 
were normal 


Spine was normal 


S Fluid — 

Clear 

I cell emm Lymphocyte 
Normal (0 04%) 

Slightly increased 

Normal 

Not detected 

F was negative. 


G 
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She w as nferbilc throughout her stay in the hospital On 2-2-1948 
she suddenly expired 

A discussion followed in which several members took part and a 
tentative diagnosis of a cerebellar tumour was arrived at 


AUTOPSY NOTE BY DR S N KOTHARE 
Central Nervous System 

On removing the skull, the brain showed flattening of the gyri 
On the dorsal aspect of the left cerebellar hemisphere there was a yello- 
wish white firm mass protruding through the brain tissue It was 
slightly raised above the surface, irregular and firm to feel The 
floor of the third ventricle was bulging outw'ards, suggesting increased 
intraventricular tension and hydrocaephalus Large amount of C S 
Fluid oscaped on removal of the brain through the severed stalk of the 
hypophysis The dura and meninges w'ere not invaded 

A sagital section showed dilatation of both the lateral ventricles, 
the third ventricle and the foraman of Munro 

A horizontal section passing through the left half of the cerebellum 
showed an irregular greyish yellow area 5 0 cmsx4 5 ems In some 
places it had a well defined outline, m others it show’ed tendency to 
infiltrate insensibly into the surrounding tissue It had approached 
the dorsal aspect of the pons The medulla was unaffected 

SECTION- REPORT 

Brain — Showed the structure of a tuberculoma with necrosis, 
giant cells, epitheloid cells, etc Typical tubercle follicles were also 
seen 

N B — Other systems were not examined as it was a partial post- 
mortem 


INTRACRANIAL TUMOUR BY DR A V BALIGA 


A male aged about 22 years admitted on 7-2-1948 for (1) Headache 
(2) Diminution of vision (8) Giddiness — duration 1 month 

0 D P — He gave history of exposure 4 months pnor to admission 
followed a month later by a sore on the penis He w r as then treated 
for the same A month and a half ago he started getting severe head- 
ache in the right fronto-panetal region It was continuous and had 
resulted m loss of sleep He later noticed diminution of vision com- 
mencing first in the left eye and then involving both the eyes A few 
days prior to admission he started getting sore throat and joint pains 
Personal habits 1 

Past illnesses > nothing of importance 

Family history J 

Physical Examination 

C N S — Higher functions — normal 

Cranial nerves — Impairment of vision both sides Ophthalmoscopic 
examination showed oedema of both the optic nerve heads and hae- 
morrhages round about the discs Vision right eye 8/8 and left eye 


The right abducent nerve showed paral 
were normal 


Motor system 
Senspry system 


} 


Normal 


Other cranial nerves 
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Reflexes — Superficial f Abdominal absent on the left side 

„ T , _ \Plantars extensor both sides 

Deep Jerks— -Biceps, Triceps Knee All absent on both sides 
Ankle Sluggish both sides 
Visceral reflexes normal 
Astereognosis left hand 
All other systems were normal 
His B P nas 120/85 mm of Hg 
Investigations C S Fluid routine examination 
Pressure — fluid under pressure (not measured) 
Appearance — clear 

Cells — 2 cells per cmm (Lvmphoei tes) and an occasional 
R B Cell seen 
Protem — within normal range 
Globulin — slightly increased 
Sugar normal 
Organisms — not detected 
Wassermann Test with the C S F vas negative 
Blood picture showed — 

Total R B C 4 2 millions per cmm 
Haemoglobin— 70 % 

C I —0 89 

Total WBC 8,000/emm 
Kahn test with serum was Positive ( -j — f-) 

Urine Examination — Nothing abnormal detected 
Special Investigation — 

Plain X Ray of the skull Erosion of the anterior clinoid 

process 

Ventriculography Both the lateral ventricles were 

dilated 

The pestenor horn of the right ventricle not shown 
The 8rd and the 4th ventricles not visualised 
Clinical diagnosis — 

Tumour in the right fronto — parietal region 
He was operated upon on 8-3-1948 and expired on 4-8-1948 
During his stay in this hospital he was apyrexial for the 1st fort- 
night, later on he developed intermittent type of pyrexia 

Dr Athale did not agree with Dr Baliga’s diagnosis because of the 
marked dialation of the nght lateral ventricle He suggested that it 
may be a tumour some-where in the region of the mid-brain Dr 31 J 
Shah agreed with Dr Baliga’s cluneal diagnosis 

AUTOPSY NOTES BY DR S N KOTHARE 
Central Nervous System 

On reflecting the scalp, the temporal bone was seen separated due 
to the operative procedure On removing the skull cap the dura was 
found torn and a large part of the brain was found lacerated and her- 
niated The cerebellum was found to be firmly adherent to the dura 
in the posterior cranial fossa and tumour tissue could be made out on the 
inner side of the dura The cerebellum got lacerated whilst separating 
it from the dura and a firm mass could be felt in its substance 

Right temporal, parietal and frontal lobes showed extensive hae- 
morrhages both on the surface as well as in the substance. 
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A horizontal section passing through the cerebral hemispheres 
showed extensive haemorrhages m the cortex and the white matter 
of the right frontal and parietal lobes No tumour could be detected 
in these lobes There was haemorrhage into the right lateral ventricle 
The other anatomical structures were quite normal The lateral 
ventricles shoved dilation Section passing through the cerebellum 
showed an extensn c greyish yellow coloured tissue involving practically 
the v hole of its left half This area was well circumscribed from the 
rest of the cerebellum and was 3 5 ems in diameter It had extended 
to the dorsal aspect of the cerebellum resulting in firm adhesions bet- 
ween the tenitcnum ccrebelh and the cerebellum itself 

SECTION- REPORTS 

Brain — Sections showed the structure of a tuberculoma, with 
areas of caseation, epitheloid cells and many giant cells 
Dura — Also showed typical tubercular follicles 
N B — Other systems were not exanuned as it was a partial 
post-mortem 


Continued from page 26 

The second of these is freedom of social action m what he deems to 
be the interests of Ins patient Much modem therapy is, m fact, social 
or has social implications, and the doctor constantly finds it necessary 
to seek for a patient rest, a change of work, an improved material en- 
vironment or some other social privilege 

The third of these is freedom of expression on professional matters 
The doctor must he free to speak and wTite as he thinks fit, not only on 
more narrowly clinical subjects but on all those other aspects of hfe winch 
the march of social medicine is showing to be parts of the sum total of 
man's well-being Only by absolute freedom of interchange of ideas 
can medicine grow and fulfill itself — The Medical Press, Feb 11, 1948 




Critical Notes and Abstracts 

THE PRINCIPLES OF B C G VACCINATION (Arvid J 
Wallgren' Stockholm, Sweden, The Lancet, February 14, 1048, 1 287- 

289) 

Experimental research work and clinical experience have shown 
that the first tuberculous infection confers an increased resistance 
against subsequent infections This resistance is due to specific 
immunity In addition to the specific immunity there is in man a 
non-specific natural resistance In the long run the course of tuber- 
culous infection is determined more by non-specific natural resistance 
than by specific immunity 

To be adequate, BCG vaccination must not consist solely in 
vaccination, the vaccinated persons must be repeatedly tuberculin- 
tested and protected against exposure to infection by tubercle bacilli 
until they become tuberculin-positive Nothing is gained by B C G 
vaccinating tuberculin-positive persons, and before BCG vaccina- 
tion the person should be proved to be tuberculin-negative Even so, 
he may be m the incubation stage of an infection with tuberculosis 

Where a person is known to have been recently exposed to tuber- 
culosis, BCG vaccination should be postponed until at least six 
weeks after the date of exposure, and should then be done only if the 
tuberculin test is still negative (There is no danger m B C G vacci- 
nating persons already infected, but it confuses the interpretation of 
results) 

The duration of tuberculin sensitivity produced by B C G is 
very variable-from less than two years to more than ten The longer 
it lasts, the more likely is it that a sub-clinical infection with tubercu- 
losis has been acquired In practice immunity is held to last as long 
as the tuberculin test is positive If a tuberculin-positiv e person be- 
comes tuberculin negative, he should be revacemated with BCG 
Experience has shown that there is no danger in vaccinating an already 
infected child, but it should be avoided to prevent misinterpretation 
of the value of the vaccination 

World opinion is that BCG bacilli cannot produce progressive 
tuberculosis in man and that a vaccine prepared from these bacilli 
may be used without danger 

At present three different, parenteral methods of vaccination are 
used mtradermal infection, multiple puncture, and scarification All 
three, when successful, produce tuberculin sensitivity Intradermal 
injection lias been largely used in Scandinavia and has the advantage of 
being exactly 7 measurable 

There are few carefully controlled studies on the effectiveness of 
BCG vaccine I will cite three of the most recent 

Hy'ge (1947) has described an interesting epidemic of tuberculosis 
m a Scandinavian school for girls aged 12-18 years Before exposure 
to infection 105 pupils were tuberculin-positive, 106 had been BCG 
vaccmated, and 94 were tuberculin negative The exposure lasted 
two months Of the 105 tuberculin positive girk only 2 fell ill, with 
mild pulmonary tuberculosis, of the 106 B C G -vaccinated girls 2 
acquired pulmonary tuberculosis, but of the 94 tuberculin-negative 
girls 41 acquired tuberculosis The morbidity rates m the three groups 
were 1 9%, 1 9%, and 48 6% respectively 7 
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In the USA in 1035-38 Aroson and Palmer (1946) vaccinated 
1550 tuberculin-negative Indians As a control group they injected 
salt solution m 1457 tuherculm-ncgative Indians from the same place 
and of the same ages Annual follow-up examinations showed that the 
two groups were exposed to virulent infection to the same extent 
Deaths from tuberculosis numbered 4 among the vaccinated Indians 
and 28 among the unvaccinated The total incidence of tuberculosis 
was 40 m the vaccinated group and 185 in the unvaccmated 

Ferguson (1946) of Saskatchewan, reported the incidence of tuber- 
culosis among nurses and sanatorium employees in 1934-43 Of 1005 
B C G -a accmated nurses in general hospitals 9 (0 9%) acquired tuber- 
culosis, whereas of 759 unvaccinated tuberculin-negative nurses 29 
(3 8%) acquired tuberculosis, i e , about four times as many This 
difference between the tw’o groups is also pronounced among graduate 
nurses and nurse assistants in sanatona of 203 vaccinated 5 (2 7%) 
acquired tuberculosis, whereas nf 113 unvaccmated 18 (15 9%) did so 

NITROGEN MUSTARDS IN THE TREATMENT OF HODG- 
KIN’S DISEASE AND LYMPHOSARCOMA (Milton Sherry, 
mb , Baltimore, md , Southern Medical Tournal, February 1948, 41 
118-129) 

With advent of World War II, research on w ar gases was resumed 
It was appreciated early that the mustards were not only contact 
vesicants but following absorption could exert cytotoxic actions on 
variety of tissues Furthermore, cellular susceptibility to these com- 
pounds appear to be related m a general way to the degree of prolifera- 
tive activity Studies have revealed a type of action in cells which 
can be likened to no other chemical agents, but which resembles m 
many ways that of X-rays except that, so far as we know, the mustards 
possess no type of radio-activity 

The marked effects of the mustards upon lymphoid tissue coupled 
with the finding that actively proliferating cells are selectively vulnera- 
ble to the cytotoxic action of the mustards suggested the therapeutic 
use of these compounds in the treatment of neoplasms of lymphoid 
tissue Nitrogen mustards in the form of their hydrochloride salts are 
water soluble crystalline compounds which can be readily dissolved 
in sterile sahne for intravenous administration The committee on 
Growth of the National Research Council has received to date over 
fifteen hundred case reports upon patients treated with nitrogen mus- 
tard The results of this co-operative study will be analyzed and re- 
ported at some time in the near future 

The nitrogen mustard is supplied by the Committee on Growth 
of the National Research Council, in treatment units Each unit con- 
sists of four bottles of 10 mg of methyl bisamine hydrochloride in the 
form of a dry salt The nitrogen mustards must be administered only 
by the intravenous route, great caution being observed to prevent 
extravasation of the solution The solution was freshly made by adding 
10 cc of 0 9% sterile aqueous sodium chloride solution to a sterile glass 
bottle containing exactly 10 mg of the dry salt Injection was accom- 
plished within five minutes after preparation of the solution because 
of the rapid hydrolysis which may occur wotli consequent loss of efficacy 
The standard single dose of 0 1 mg per kg body weight was injected 
into the rubber tubing of an intravenous infusion set, special attention 
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being given to assure free and rapid flow of the infusion and rapid in- 
jection of the nitrogen mustard solution It has been suggested by 
numerous investigators that in no instance should more than 8 mg be 
administered at one dose From experimental work in animals the 
most efficient regimen v as found to be 0 1 mg dry salt per kilogram 
of body weight injected every day for four days However, we varied 
tlus dosage on occasions Considerable caution was exercised to pre- 
/ vent the solution from touching the skin or mucous membranes of the 
patient or physician On one occasion a small amount of the solution 
escaped subcutaneously in one patient, and immediately thereafter 
there developed intense redness, pam, and swelling m the area of the 
vein Tlus inflammation did not subside for a period of two weeks, 
but no necrosis or slough resulted 

Clinical Results — We have treated six patients with Hodgkin’s 
disease, two patients with lymphosarcoma, one patient with giant 
follicular lymphoma, and two patients with melanocarcinoma The 
duration of the disease before nitrogen mustard was instituted varied 
from three months to twelve years The indication for nitrogen mus- 
tard therapy m all our cases except one was either poor response or 
intolerance to X-ray or because of the fact that the patient’s disease 
had become refractory to irradication therapy 

We had two excellent responses and three good responses These 
were all in patients with Hodgkin’s disease The other patient with 
Hodgkin’s disease who had been ill for twelve years died several months 
after one course of therapy The patient with the giant follicular lym- 
phoma had a fair response and all patients with lymphosarcoma and 
melanocarcmoa were complete failures 

Toxicity — Nauses and vomiting were commonly observed after 
nitrogen mustard therapy, occurring with one to four hours after injec- 
tion and lasting as long as twelve hours On occasions after the second, 
third, and fourth injections, the gastro-mtestinal symptoms were less 
severe Many of the patients complained of a metallic bitter taste 
during the injection Occasionally the patient complained of feeling 
flushed Diarrhea was not observed in any patient m this senes No 
febrile response was observed following therapy and there were no chills 
noted Some institutions report that pyndoxine and/or sedation alle- 
viated some of these effects Some hospitals have adopted the pro- 
cedure of applying tourniquets well above the systohc pressure on the 
thighs and one upper arm during and five minutes after the injection 
of the mustard It was hoped that a portion of the bone marrow would 
be protected by is technic and that possibly the patient could with- 
stand larger doses Adequate data are not at hand to warrant more 
than just a suggestion that the procedure of temporary arterial elu- 
sion may be useful m protecting part of the bone marrow The toxic 
effects of the mustards on the hemopietic tissues are in some respects 
merely extensions of the therapeutic effects Although the chemicals 
seem to have a selective action on primitive cells and abnormal hemaoie- 
sis in sufficiently large doses, the compounds affect all elements of the 
bone marrow, producing a decided leukopenia and thrombocytopenia 
and a moderate normochromic anemia In our senes the most striking 
effect was noted m the total white count and to a lesser degree m the 
absolute number of eranulocvtes In only one instance were we able 
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to detect n definite lymphopenia In no instance was there any striking 
reduction m the platelet count There developed in several of our 
patients a moderate anemia 

In the doses employed there was no evidence of any disturbance 
m renal or hepatic function, except in one instance where there was 
disturbance of hepatic function before treatment and there was definite 
evidence of improvement after the course of therapy was finished 
On several of our patients lie had to resort to blood transfusions when 
there was marked drop in the white count However, there was no 
evidence of agranulocytosis, and the white cells m all cases returned to 
normal limits Recovery from the leukopenias produced by tins drug 
w as not influenced favourably or unfavourably by the admmstr ation of 
pentonuclcotide, ferrous adenylate, leukocytic extract or folic acid, nor 
did whole blood transfusions appear to alter the spontaneous recovery 
observed in our patients 

Clinical status of the nitrogen mustards — In general, these chemi- 
cals have the same total effect on lymphoid cells and those of the 
bone marrow and on the hyperplasia of the reticulum cells in Hodgkin’s 
disease and does irradiation therapy Whether they have any advan- 
tages over the best possible type of irradiation therapy remains to be 
determined It has been found that the mustards are capable of pro- 
ducing salutory effects and even therapeutic remissions in patients who 
have become resistent to roentgen irradiation It has been reported 
that some patients who were unresponsive to either irradiation or to 
nitrogen mustard therapy demonstrated a favourable response when 
the two agents were used simultaneously We Inn e had no experience 
with this tvpe of treatment As a rule local and immediate systemic 
reactions would seem to be less severe after nitrogen mustard therapy 
than after irradiation, and dermatitis due to the latter is avoided 
Certainly therapy should prove to be less expensive because no costly 
equipment is required It must be emphasized that the margin of 
safety in the use of nitrogen mustard is quite narrow The maximum 
tolerated dose (that which does not cause hsrmful liemopietic effects) 
is usually not much larger than the optimal therapeutic dose 

Other investigators have reported satisfactory response in the 
treatment of lymphosarcoma and occasionally in chrome leukemia 
We have had no experience in the treatment of either the chronic, 
subacute or acute leukenuas, but it is apparent from a study of the 
reports of other investigators that no salutory effect has been obtained 
in the treatment of subacute or acute leukemias Our results m the 
treatment of giant follicular lymphoma and in two cases of melanocar- 
cinoma were failures. In the treatment of both cliroruc myeloid and 
lymphoid leukemia, there- have been reported effects similar to those 
obtained m the use of irradiation therapy with remissions of the 
same duration In polycythemia rubra, remission continues three 
months to eighteen months 

STREPTOMYCIN IN GENITO-URINARY INFECTIONS 
(Clarence G Bandler, Pluhp R Roen and Victor J Malaire, New York, 
Jourl of Urology, January 1948, 59 96-110) 

An analysis and evaluation of the effects of streptomycin in a 
series of 15 cases of urologic infection has been made Although this 
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is not a statistically significant number, some helpful observations 
have been made which are herewith summarized 

An antibiotic streptomycin is a valuable addition to the presently 
existing armamentarium of urologists There are instances wheie the 
ordinarily used chemotherapeutic and antibiotic agents have been 
inadequate, and wherein streptomycin apparently proved to be life- 
saving 

Where organisms are susceptible to the action of streptomycin, 
the urine may be completely sterilized The failure to correct under- 
lymg pathologic lesions, such as obsructive factors, is definitely res- 
ponsible for the recurrence of infection following streptomycin theiapy 
and may be a factor m the development of bacterial resistance to this 
antibiotic agent 

In the presence of a foreign body, eg, calculus, nephrostomy 
tube, etc , renal infection may be eliminated temporarily by streptomy- 
cin where the offending organism is susceptible to this medication 
However, this sterilization of the urine is not permanent and there soon 
is recurrence of the same organisms 

In vitro tests of susceptibility of an organism to streptomycin 
cannot always lie relied upon to determine its effect m the patient The 
immunologic response and resistance of the patient, when added to the 
streptomycin effect may change the entire clinical response to the anti- 
biotic 

In some cases with pronounced febrile reactions, it has been ob- 
served that following the administration of streptomycin there has 
been clinical improvement, despite the fact that bacteria were still 
present in urine cultures, indicating that streptomycin has been, per- 
haps, effective in altering the pathogenicity of the organisms Whether 
the change is qualitative or quantitative has not been determined 
In non-specific prostatitis it is possible to free the prostatic secre- 
tions of pathogenic bacteria for brief periods, however, insofar as the 
clinical findings and subjective symptoms are concerned, streptomycin 
docs not change the course of this disease entity 

The streptomycin presently available has definite neurotoMc 
properties In this senes of 15 cases there were 2 cases of toxic laby- 
rinthitis and 1 case of involvement of the left recurrent laryngeal nerve 
In a fourth case there was nnld and transitory involvement of the facial 
nerve This is an incidence of over 25% of toxic reactions m this small 
series of cases In view of the potential toxicity of streptomycin, its 
prophylactic use in urologic surgery should not be indiscriminate 

STREPTOMYCIN IN THE TREATMENT OF INTESTINAL 
TUBERCULOSIS (N Markoff, m d , Schweizerische Medizmische 
Wochenschnft, April 10, 1918, 829-382) 

We have used streptomycin in the treatment of five cases of intesti- 
nal tuberculosis Since our results m these cases have been favourable 
so far, we are presenting a study of our technic and results 

Various observers have found that after parenteral administration 
of streptomycin about 2-6% of the drug is excreted via the intestine 
Excretion reaches a maximum within the first two hours, and is com- 
plete by the end of 24 hours, Streptomycin can also be demonstrated 
m the peritoneal fluid following parenteral administration 

Oral administration of this drug divided into small doses, may be 
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advisable m the therapy of intestinal injections, because streptomycin 
is unchanged by the gastric juice, and there is little absorption from the 
bowel Local therapy m the intestine is also satisfactory, if no stronger 
than a 0 5% solution is used 

Ulcerates c and hyperplastic forms of intestinal tuberculosis are 
commonest in the ileocecal region It seemed to us worthwhile to try 
local therapy In means of a high colonic injection of streptomycin 
solution, inasmuch as such an injection, if properly given, will pass 
through the ileocecal vahe into the distal portion of the ileum Ac- 
cordingly, we used solutions of 250 mg of strejitorm, cm dissolved in 500 
cc of physiologic saline, to which a few drops of tincture of opium 
had been added Injections were given daily for 14 to 15 days 

All 5 of the cases m this study recen ed parenteral as w'cll as enteral 
(local) therapy with streptomycin 

In case the principal nnohement is m the lower colon and in the 
rectum, where proctoscopic study is possible, colonic irrigation with 
streptomycin should be equally satisfactory If, on the other hand, 
the tuberculous lesions are most extensn e m the proximal portions of 
the small intestine as is less likely to be the ease, oral or parenteral 
streptomycin therapy might be considered No toxic effects would be 
expected, if streptomycin were given orally, since absorption from the 
intestinal lumen is minimal Large doses w ould have to be given over a 
long period of tune, however, so the cost of oral treatment would be 
considerable, parenteral therapy might therefore be more advisable 
because of its greater economy' 

Two effects of streptomycin therapy are noted, in intestinal tuber- 
culosis First, there appears to be a detoxification, with improvement 
m the general condition, a falling of fever, an improvement of the appe- 
tite Then there is also a favourable influence locally, as manifested 
by a regression of the peritoneal signs and of the symptoms attributable 
to ulceration Roeritgcnologically the ulcers may be observed to heal 
Functional stenosis may also disappear A normal stool habit is re- 
established, as is the return of normal stool metabolisms 

The injections were well tolerated by our patients No undesirable 
local effects followed the treatment After a few days of therapy', all 
5 patients showed a striking symptomatic improvement This has 
persisted at least G months, in every case 

We have not y f et observed a complete cure, however The ro- 
entgenologic changes, too, clear up only incompletely, yet our prelimi- 
nary results have been so good, particularly m contrast to those ob- 
tained by other methods of therapy, that we feel justified in continuing 
the streptomycin treatment winch we have described in this article 
We have observed no untoward side-effects of streptomycin in 
this group of cases On the other hand, neither did we notice any' 
amelioration of the existing pulmonary tuberculosis 

PSYCHOTHERAPY OF THE OBESE PATIENT (Henry B 
Richardson, md , New York City, New York State Journal of Medicine, 
December 1 , 1947 47 2574-1578) 

Obesity of the exogenous type m women may be a result of a per- 
sonality disturbance, the physical expression of which is the accumula- 
tion of fat The obesity is almost invariably accompamed by abnormal 
craving for food which is associated with a variety of nervous symptoms 
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The treatment is psychotherapy The fundamental dnve is a desire 
of the patient to regain the love and affection which was hers without 
the asking when she was an infant This indicates that eating and the 
accumulation of fat m the obese woman are an integral part Iff a per- 
sonality disturbance dating from early childhood 

A number of motives for excessive eating can be elicited, in addi- 
tion to the appetite The most frequent complaint is a feeling of empti- 
ness, a boundless void, wluch can never be filled and is out of proportion 
to the physiologic needs Other symptoms such as resentment, guilt, 
self-depreciation, depression, and anxiety are common 

The therapist must get the essential facts He wants to know the 
spontaneous associations between the physical aspects of her illness and 
the mental and emotional components He must avoid leading ques- 
tions although he may guide the paient in fines of thinking Such 
an interview is essentially a conversation and should be far removed 
from the question and answer of a routine medical history In other 
words, the therapist must be a good listener and must try to ease the 
pangs of her tyrannical conscience, or in psychiatric terms to mitigate 
the harshness of her super-ego 

When the emotional life is allowed to flow in natural channels the 
compulsive quality of the eating diminishes The ensuing reduction 
of weight is an index of an improved adjustment 

The therapist plays lus greatest part through the role of interpre- 
tation He should make all these in an oblique, neutral or tentative 
form and should minimize topics wluch are damaging to the emotional 
security and self-esteem of the patient Most patients require intensive 
psychotherapy based on a deliberate application of the principles of 
psychiatry to medical practice The relationship between emotional 
factors and eating is shown direct!) only by means of the spontaneous 
associations uhich are made by the patient 

The initiative of the conversation remains with the patient but the 
direction is supplied by the therapist The effect of interpretation de- 
pends on the doctor-patient relationship which is analogous to the 
phenomenon transference in psychiatn 

Compulsive behax lour affections of motor or sensory or visceral 
functions, or any other so-called “neurotic” symptom These re- 
present a socially approx ed escape for the disapprox ed impulse What 
is x r ery important to understand is that the individual himself is no 
more capable of x r oluntary control of such symptom formation than of 
the rate of his heart beat At times every one manifests such neurotic 
symptoms The) do not represent ill health any more than does the 
minor impairment of any other biologic system Manx individuals, 
although they remain productive and creative, exist continuously only 
at a level of neurotic adjustment In other words, the struggle xvithin 
them is never resolved When the defences break down sufficiently 
so that neurotic symptoms cause incapacity, a diagnosis of some type 
of neurotic reaction is justified Sometimes this may be an acute de- 
compensation such as occurred during the war m combat m previously 
well integrated individuals It occurs too, not infrequently, in civilians 
who are under acute emotional stress On the other hand, there is the 
slow cumulative decompensation seen most clearly in the chronic neuro- 
tic invalid 
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In both acute and gradual decompensation, severe neurotic symp- 
toms are traceable to ps\ ehologic injury during infancy and early 
childhood The personality of even adult bears some scars of emotional 
injuries m childhood A deeper scar, resulting from a particularly 
traumntic event represents a specially weak spot — an Achilles heel — 
which is more subject to later damage by an experience m adulthood 
similar to the one which caused the childhood scar Under ordinary 
life situations such weaknesses are not apparent either to the individual 
or to the observer 

We see wide variations in the type and degree of reactions of 
different individuals to the same situations This fact is apparently 
confusing to many physicians They recognize very well that a typhoid 
inoculation mav produce a violent reaction m one individual and no 
reaction m another Consequently, it should not be surprising that a 
particularly emotional experience mav produce an extremely neurotic 
reaction m one person but not in another However, this phenomenon 
is often interpreted as being faked by the first, person, on the basis that 
it did not produce the same reaction in a second person 

Too many doctors also seem unable to accept the \ alidity of a neu- 
rotic illness, perhaps because of the scotoma for this field in their medical 
education Since they have been taught that illness is physical, a neuro- 
tic illness is a paradox because there may be no physical findings, or the 
physical findings obviously do not explain the complaints They 
may conclude that the problem is psychologic but withdraw in the face 
of ignorance of suitable treatment methods 

The intangibleness of psychopathology in contrast to the visual 
evidence of physical pathology creates a land of anxiety m some physi- 
cians One of his responses is seen in the over-examination of a neuro- 
tic patient If tins process were harmless, there might be less reason 
for concern Instead, as a rule, it intensifies and tends to fix the neu- 
rosis Even a minor physical finding can be used by the patient to 
justify his illness as a “real” (physical) one and enable him to escape the 
recognition that it- is psychological It should become axiomatic that 
one cannot compensate for a lack of understanding hv making repeated 
phvsical or chemical examinations 

There are many approaches to the examination of the personality 
Before mental illness can be diagnosed an investigation of the expres- 
sions of the mind and emotions is essential Just as analysis of the 
urine pathology an analysis of the emotional products of the mind, 
eg, hostility , is an essential examination to reveal pathology of the 
personality 

Currently physicians rarely inquire about hate or resentment unless 
the patient forces this on their attention Even then they are prone to 
regard these as unrelated to his heart ailment For instance, deep 
resentment or hatred towards some close associate is always indicative 
of serious conflicts within the individual’s psychological hfe and may be 
reflected in many varied symptoms Neurotic patients can help them- 
selves in then recovery, but only after the doctor has stepped into their 
environment and helped them re-establish their equilibrium The 
necessity to have the assistance of a second partv, the physician, is due 
to the fact that the neurotic patient’s difficulty is beyond lus own control 
He needs the help of someone in whom he has faith rnfidc 
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who understands him who will be patient with him and who will 
explain Inn 1 to himself Only then can he have the courage or the will 
power to examine his own psychology and thus aid m his own improve- 
ment 

FUNDAMENTALS OF PSYCHIATRY FOR THE GENERAL 
PRACTITIONER — (James H Wall, md White Plains, N Y 
Pennsylvania Medical Journal, March 1948, 51 622-626 ) 

The second World War, like the first, called attention to the many 
somatic manifestations of anxiety and exhaustion states The symp- 
toms of depression, fatigue, head sensations, palpitation, gastroin- 
testinal symptoms, and tremulousness are similar to the neurotic com- 
plaints of patients encountered in civilian practice These patients can 
frequently be treated successfully by the medical man who has a know- 
ledge of psychiatry 

The early ruling out of physical disease, together with the earl} 
recognition and diagnosis of an emotional problem or neurosis are 
important steps m the successful management of the patient suffering 
from a neurosis If these studies and investigations are drawn out over 
a prolonged period of time, the patient may become connnced that the 
neurotic condition is due to some obscure physical defect which is elud- 
ing the physician m his search and the patient is unwittingly encouraged 
to continue the search himself from one physician and clime to others 
It is not to be implied that neurotic patients should not have careful 
physical checkups at intervals just as should other people in the com- 
munity Psychiatry does teach, however, that m the absence of physi- 
cal findings, we have methods of examination which furnish the physician 
with a body of information that enables him to comprehend the struc- 
ture of the neurosis as clearly as he is able to comprehend the state of a 
diseased organ of the body 

There are guides for studying the dm elopment of the personality 
just as there are guides used m the study of the physical development 
and present condition of a patient The detailed study of the life setting 
m which the complaints or symptoms first occurred is of the greatest 
importance The patient suffering from complaints referable to the 
heart, such as feelings of pressure, palpitation, and the associated fear 
of dying, when found to have no physical pathology, must be studied in 
the light of his concepts of heart trouble Has he had near relatives, 
friends, or enemies who have died of heart disease ? Has he mdentified 
himself until such persons ’ Frequently the explanation of the mechan- 
ism of identification is helpful to patients with neurotic complaints refer- 
able to the heart Such patients are suggestible and our language must 
be simple and direct 

The psychiatric approach to the study and treatment of patients 
with organic disease means often the difference between a life of in- 
validism and incapacity and an ability to carry 7 on until some satisfac- 
tion These patients are frequently burdened with needless fears and 
false conceptions of them condition Sometimes a frank neurotic condi- 
tion is also present and they profit by bemg given time to unburden 
theu thoughts about themselves 

In turning to a consideration of the more serious psychiatric dis- 
orders, I do not wish to burden you with a detaded description of the 
various mam reaction groups such as the manic-depressive and schizo- 
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phrenic disorders but m our modern teaching increased emphasis is 
being placed upon the early recognition and treatment of patients who 
are suffering from these and other more severe or psychotic reactions 

The young person who has felt insecure, sensitive, and has gradually 
begun to withdraw, comes first to the attention of the practitioner 
Through advice and guidance, the family and the patient may be 
taught nays of balancing interests and improving the personality 
adjustment These early signs of scluzoplirenic illness should be re- 
cognized, and if the patient is unable to respond to our suggestions and 
plans, it becomes necessary for us to seek hospital treatment 

We are finding out more about the role that ambition and a goal 
m life in keeping with one’s abilities and capacities plays m promoting 
and maintaining mental health We should not force young people 
into work or careers which do not appeal to them or for which they are 
not fitted 

The mental hygiene of courtslup and marriage should be faced more 
squarely These problems are explosive if suppressed or ignored 
Youth is coming to a more balanced attitude toward sex and marriage — 
considering the significance of compatibility, of personaly it traits, and 
of the little personality traits, of similar tastes, and ideals, and of the 
little personal peculanties of even,' day hfe This is not accomplished 
m mid-Victonan prudislincss, but in the hght of earnest thought, dis- 
cussion, and good teaching As professional men, we should encourage 
such interest m our communities and schools Certainly many problems 
that we encounter in mental hospitals could have been prevented, or 
greatly alleviated, by such courses We must learn to live with 
ourselves and our instincts and work at the art of give and take in this 
fundamental basic relationship of marriage It is the important 
fountainhead of security for the whole family and community 

Many serious breakdowns occur in relation to parenthood We 
need courses in psychologic adjustment for both parents Ex- 
perience as psychiatrists m mental hospitals shows us the tragedy, of a 
personality coming up to this level of adjustment emotionally immature 
and unprepared In the field of obstetrics the mechanical and physical 
aspects of childbearing have readied near perfection, but m many ins- 
tances the personalities of all involved are neglected Studies have 
shown how many intelligent men and women are burdened with 
superstitious beliefs at this time These same studies have shown that 
doctors who take time to teach the parents, to explam and clear up 
superstitions and false behefs, can relieve tension and start parents out 
on a wholesome path of enjoying then children 

From youth and through ensuing decades many human bemgs are 
prone to develop emotional disorders characterised by elation or 
depression — the manic depressive reaction It is sometimes difficult 
to differentiate the early symptoms of the depressive reaction 
from the symptoms of mdder or neurotic depressive states 
A history of previous attacks should be kept m mind The depression 
is usually more profound and the patient cannot be diverted as easily or 
made to smile as readily The sleeplessness is more serious and associat- 
ed with fear and genuine concern These patients are suicidal and re- 
quire close observation , they are best treated in mental hospitals 
Our shock therapies hasten the recovery from depressive reactions 
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During the past fifty years the life span of man has greatly increased, 
largely as a result of the progress in medicine and the associated sciences 
A greater number of people live to encounter the vicissitudes of the 
climacterium and old age The climacterium, or change of life, is usual- 
ly more dramatic in the woman, with the cessation of menses and the 
passing of fertility Aging and the other bodily changes are well-known 
physical factors and should not be minimized, but the emotional factors 
should receive more attention These women need something more than 
physical investigations and measures of treatment The psychologic 
forces at work must be understood They should be encouraged °to 
unburden them feelings of not being loved, or needed, the worry over 
financial security, the depressive notions, and the fear of death The 
same may be said of men 

The mental reactions due to cerebral arteriosclerosis and senile 
atrophy of the brain are associated with emotional factors as well as 
with the social and economic condition of the patient Anxiety has a 
great deal to do with incapacitating people of this age group with degrees 
of sclerosis and senile changes that otherwise might have been endured 
Thought should be given to building up a social, recreational, and health 
program for the aged people in our communities Apparently more and 
more people will live to the age of sclerosis and senility, and we should 
do all we can to alleviate them anxiety through careful attention to their 
physical health and by encouraging suitable programs of activity 
for those who retire 

Busy practitioners everywhere can find much in psychiatry that is 
helpful to their patients Here is a real opportunity for psychiatry and 
general medicine to pool then knowledge and experience, to work to- 
gether for the benefit of the sick and troubled in our communities 

THE TREATMENT OF DEAFNESS WITH VITAMINS 
AND AMINO ACIDS (Merrill W Michels, MD Oakland, California, 
Permanente Foundation Medical Bulletin, November 1947, 5 124-129) 

There is insufficient realization of the high incidence of hearing 
impairment m the general population Spot surveys with the audio- 
meter have indicated that approximately half of the people m the 
United States have some loss of hearing 

This study was prompted by a recent report of a new method in 
the treatment of acoustic disorders utilizing high dosages of selected 
vitamins and ammo acids Hirschfeld et al, published an account of 
this method which was so uniformly favorable as to be a challenge 
Hence with some degree of scepticism, partial reduplication was 
performed to evaluate independently this mode of treatment 

Deafness, is not caused by any one thing but by a veritable myriad 
of possible enologic agents Among these are the group of heredode- 
generative diseases of the cochlea and auditory nerve, syphilis, the 
extension of inflammatory process of the middle ear, trauma, meningitis, 
intoxications (lead, quinine, alcohol and tobacco), and focal infection 
In certain cases, particularly m people of advancmg years vitamin B 
deficiency seems to be of significance Arteriosclerosis of the internal 
auditory artery occurs as a determining factor m many eases of pres- 
byacusis Many of these disease processes have resulted m irreparable 
and irreversible damage Therefore, any one method of treatment 



Critical Notes and Abstracts 


21 


■which makes no attempt at selection and classification must necessarily 
be fraught with a high degree of disappointment and failure 

In the present study, 31 patients who presented acoustic loss of a 
clinical degree sufficient to seek investigation were treated Of these, 
21 completed the prescribed regimen and returned for follow-up exa- 
minations The group consisted of 17 cases with nerve deafness and 
4 with otosclerosis 

The treatment consisted of sl\ intramuscular injections of 2 cc 
each of Amritol* (Walker) administered over a two-week period This 
was accompanied by oral administration of a capsule of Hyvanol 
(Walker) three times a day After the first two weeks of treatment, 
recheck audiograms nere made Some patients were given further 
parenteral injections of Amvitol 2 cc twice a week for two weeks in 
addition to the oral capsules Others received adjutant oral therapy 
for added periods 

Of the 21 patients who completed treatment, 7 showed definite 
clinical improvement of sufficient degree to be noted Five showed 
shght improvement and 9 showed no change Some' showed only a 
unilateral gam The elevation of acoustic function from a low level 
to a higher plate but still depressed below the 30 decibel line does not 
give the patient satisfactory hearing Tinnitus which was a salient 
complaint m 18 patients vas improved sigmficantlj or curved in 11 
and this usually paralleled improved hearing 

From this study it appears that this therapy does have an apparent 
beneficial effect on acoustic function m certain individuals It is 
anticipated from the observations made that the improvement in 
acoustic function and rehabilitation may remain fairly stationary 

* Amvitol is described as a sterile solution of four pure synthetic 
vitamin B-complex factors m combination with specific ammo acids, 
choline and urea, m a v ater-propylcnc glycol vehicle Each cubic 
centimeter contains thiamine hydrocholonde 10 mg , riboflavin 2 mg 
pyndoxme hydro-chloride 5 mg , niacinamide 40 mg histidine 
monohydrochloride (1) 20 mg methionine (dl) 15 mg tryptophane (dl) 
10 mg cholme dihydrogen citrate 10 mg and urea 0 2 Gm preserved 
uithO 4% chlorobutanol and 3% bensyl alcohol 

Each Hyvanol capsule contains vitamin A 4000 USP units, vitamm 
D 400 USP units, thiamine liyrochlonde 2 mg riboflavin 2 mg , pyndo- 
xine hydrochloride 0 1 mg ascorbic acid 87 5 mg , mamamide 20 mg , 
calcium pantothenate 1 mg. cysteine hydrochloride 8 mg urea 75 mg 
tyrosine 60 mg choline (dihydrogen citrate) 80 mg glutamic acid GO mg 
hver concentrate 1 20,25 mg , and dried yeast USP 50 mg 

THE DIAGNOSIS AND TREATMENT OF MENIERE’S 
SYMPTOM COMPLEX (P E Ireland, M D Toronto, Ont Canadian 
Medical Association Journal, March 1948, 58 269-278) 

Meniere’s syndrome, in its characteristic form presents typical 
recurrent attacks of acute vertigo, tinnitus and decrease in hearing 
The first symptom is usually a sudden onset of violent _vertigo, but 
may begin with unilateral deafness or tinnitus The auditory symptoms 
may precede the vertiginous attacks by a considerable period 

The attack is usually preceded by some sort of aura There may 
be an increase in the tihmtus, increasing deafness or just a fulness m 
the head. A major attack is characterized by severe vertigo, nausea 
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with vomiting present at times The patient is pale, clammy and lies 
quite still, terrified that the slightest movement may accentuate the 
vertigo The duration may be minutes to many hours Recovery is 
rapid but with some persisting unsteadmess Occasionally mild, 
persistent vertigo occurs between the major crises 

The diagnosis of Meniere’s is based largely on the h istory 
Spontaneous signs of falling m the e\aggerated Romberg position with 
one foot ahead of the other can be tried Past pointing with eyes closed 

may be present Nystagmus rarely present except during an attack. 
This is constant with any change of position of the head The other 
cranial nerves with general tests for co-ordmation should be checked to 
rule out cerebellar or cerebellar-pontme angle tumour , 

The importance of knowing which ear is the abnormal one from 
view point of proposed surgery is obvious The caloric test showing one 

labyrinth with a deviation from a normal response is of great value m 
this localization The side with the greatest deafness or tinnitus, with 
the history of falling in thw direction, and the spontaneous signs of 
pmntinrf to the same side and nystagmus to the opposite side, 
x help to confirm the final localization 

Tins is not in any way a fatal disease and all the pathologic changes 
are n ithm the labyrinth, but it can by its persistence and the violence 
of the attacks reduce the patient to chronic invalidism The nervous 
temperament of even the most robust is strained by the mental and 
physical upsets of the recurrent attacks Sympathy, encouragement 
and careful relubilation supervision are necessary’ Tinnitus often 
persists m spite of any treatment The prognosis regarding the cessa- 
tion of the vertiginous attacks by one or other method of treatment is 
good The tendency to spontaneous remission must be kept m mind 
in regard to the assessment of all treatment Many cases, even those 
untreated, seem to run a self-limited course with permanent cessation 
of all attacks of vertigo 

Treatment Many types of treatment have been postulated 
indicating probably that none has been too satisfactory These may 
be divided into the t ypes of medical and surgical treatment Surgical 
treatment is not an absolute assurance of permanent relief of all symp- 
toms It should be attempted only after the patient’s complaints 
become unbearable and all medical measures have failed 

Medical Treatment The patient is greatly m need of re- 
assurance, as he probably believes he has a bram tumour or some other 
intractable and fatal intracranial disease He must be reassured that 
there is ever}' chance that gradually, and W2th reasonable certainty, 
his vertigo can be overcome A good deal of his discomfort is a pro- 
found mental insecurity and sedation is necessary One of the barbi- 
turates is the most useful drug although hyoseme is perhaps more 
specific and more effective 

AU medical treatments are attempts to control the “hydrops” 
or the increased fluid presure level within the membraneous labyrinth 
Histamine and nicotinic acid probably act directly on the vessel walls, 
in the absorption area m the region of the endolymphatic sac The 
sodiumion is supposedly the offending ogre and this is eliminated largely 
by a strict, salt-free diet and the substitution of gr or 15 gr of 
potassium chloride, ammonium chloride or potassium nitrate, three 



Gadgil— Rural Medical Relief 


28 


times daily It lias been suggested that these added salts have their 
effect only by their diuretic action The limiting of fluid intake is also 
essential ' This need not be to less than two pints daily 

There have been enough cases reported to have been relieved by 
removal of foci of infection that this procedure can not be ignored 
whether the tone labyrinthitis differs technically from Meniere’s or not 
Food allergy must also be considered These are not the easy, skin 
test variety, but are usually elicited by careful history and personal 
observation by the patient 

Surgical Treatment The surgical treatment is an attempt to 
prevent completely the distorted impulses from getting to the cortex 
with the hope that re-education and so-called compensation will remove 
the sensation of imbalance 

Resection of the eighth nerve is an operation of little risk m the 
hands of a competent neuro-surgeon An attempt may be made to 
resect the vestibular fibres only, but a certain number of cases have 
been reported with distortion of hearing that is more troublesome than 
complete deafness After compensation has occurred, the mam 
symptom of vertigo is relieved Tinnitus does persist in a fair number 
of cases Also we must remember that Meniere’s is probably a bilateral 
disease and may recur from the other side 

Destruction of the labyrinth is strongly advocated by Ilallpike 
and Cawtliorne All that is necessary is the opening of the semicircular 
canals with picking up of membranous labyrinth and the application 
of diathermy These patients have complete loss of hearing function 
following operation We have done 38 of these cases in Toronto 
The surgeon trained m fenestration surgery is best suited for this type 
of operation which should be done under magnification 

I feel that destruction of the labyrinth as a method of treatment 
has excellent possibilities when surgery becomes necessary It must 
be remembered that operative interference is required only in about 
10% of all cases treated 


Our Problems . a forum for discussion 

RURAL MEDICAL RELIEF 

by 

S B GADGIL, TJICB 

Attempts are being made in all countries to supply qualified medical 
personnel for rural medical rehef In India, in the near past, a diploma 
examination called LAI P and later called L C P S was instituted 
The course for this diploma was shorter and cheaper and the examination 
standard was lower than that for the University examination Those 
who passed this examination were called Hospital Assistants The 
idea of starting such an examination was that these Hospital assistants 
would practise m small towns and out of the way places where fully 
qualified men are not available 
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The practice of medicine being more an economical than a humani- 
tarian question from the point of view of the medical practitioner, most 
of these hospital assistants, who were not m government service and 
could therefore choose their place, settled down to practise m big towns 
The Western system of medicine being based on the knowledge of Ana- 
tomy, Physiology, Pathology, Physics and Chemistry has proved its 
superiority to the mdegenous systems of medicine, and it has therefore 
appealed to the majority of the educated population But there being a 
scarcity of fully qualified men even in big towns, these hospital assis- 
tants were preferred to Ayurvedic and Unani practitioners These 
hospital assistants could also afford to give their services at a lower 
cost than fully qualified practitioners Our problem of supplying men 
for rural medical relief was therefore not solved by the creation of this 
cadre of hospital assistants since they a\ oided practice m rural areas 
Nor has the problem been solved by giving registration certificates to 
the Unani and Ayurvedic Practitioners nor even to old experienced 
compounders and dispensers Even such persons were found to settle 
down to practise m big towns 

A similar condition of affairs was created in one of the states — San 
Paulo in America, where m the absence of medical colleges m that state, 
unqualified men from different countries were given permission to settle 
in practice, expecting them to go to practise in out of the way places 
The authorities were disillusioned m their pious guess A majority of 
these unqualified men not only started practice m big towns but a lot 
of them began to compete with fully qualified doctors by unfair means 

Compulsion is the only remedy for such state of affairs, like con- 
scription m the army n hen an emergency arises To create a cadre of 
men of low medical standard for village n ork is not fair to the villagers, 
even when such areas may contain a population of less than 500 To 
appoint fully qualified men of experience on a permanent footing ot a 
high salary for work m rural areas, where work of a high standard is 
neither expected nor necessary, would be a dram on government finances 

With these conditions in mind, I propose to submit a plan to achieve 
rural medical relief with advantages to the conscripted medical man, 
minimum of compulsion, benefit to the community served and rock 
bottom expenditure to the state 

We have 4 medical colleges m the Presidency, which produce on an 
average 100 medical men every six months They are registrable to 
practise medicine in all its brancher Many of them have an ambition 
to gam higher qualifications and have therefore to hold .house appoint- 
ments at these teaching hospitals before they can appear for such higher 
examinations It should be made a regulation that those who wish to 
hold such appointments must have previously worked for six months 
at a rural government medical centre, Such work has to be certified 
by the nearest district civil surgeon The University produces about 
80 candidates with post-graduate qualifications every six months 
If it is presumed that double this number appear for such examinations 
it means that about 60 men will have held house appointments at the 
teaching hospitals The government can enforce the regulation by a 
Government Resolution to the effect “That no candidate will be given a 
house appointment unless he produces a certificate of having done 
six months’ independent work at a Government rural medical relief 
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centre ” The University can also help by loying down a condition for 
appearing at a post-graduate medical examination that “Every can- 
didate vho wishes to appear for a post-graduate medical examination 
must produce, along with other necessary certificates, a certificate to 
the effect that he has done six month’s independent work at a Govern- 
ment rural medical rehef centre ” 

The Government will have to supply at least about 75 such centres 
for rural medical rehef equipped with a limited number of requisite 
frequently used drugs, dressings and surgical instruments, and a place 
of residence for the doctor, his assistant and a peon The existing Dak 
Bungalows may serve as centres m many places An Honorarium of at 
least Rs 75 should be paid to the doctor and the others to be paid 
according to their grade Such expenditure will not bring the cost to 
more than Rs 200 for each centre 

Work at such a centre will encourage a newly qualified man to use 
Ins recently acquired knowledge and treat independently various every- 
day occurring ailments He will be able to get the help of the nearest 
civil surgeon for difficult cases He may also be able to perform minor 
operations under local anaesthesia And he will learn village conditions 
at first hand knowledge Also he will lose practically nothing by being 
away from hi c medical college for a period of six months In addition 
he will learn to appreciate and value the importance of experience and 
facilities that are usually ava.Iable at a big hospital m the town The 
patient from the villages will be spared the inconvenience of going long 
distances for minor medical or surgical ailments Overcrowding of dis- 
trict hospitals where the staff is usually inadequate, will also be thus 
avoided The civil surgeon will then have more time to deal with im- 
portant eases, if only such will now go there from village centres 

A report has been submitted to the Faculty of Medicine for appro- 
val and submission to the Senate, by seven approved members of the 
Faculty, most of these members bemg consulting practitioners, that the 
rural medicf 1 rehef under the appellation of social service may be under- 
taken by a medical graduate, before his registration bv the medical 
council The service is to be of three months of which one month is 
to be spent at a village centre and 2 months at a college attending lec- 
tures m vital statistics, epidemiology and water supply — subjects of which 
he already has an elementary knowledge I feel that if the plan which 
I am proposing is followed, the medical graduate will learn to tackle 
these problems far better by personal experience than by taking a 
course of lectures No one has ever learnt well either a trade or a 
profession by attending a course of lectures — personal experience is the 
only good teacher I do not approve of the idea that a student after 
qualification should get a Kuchha registration certificate to practise 
in villages, and after such a work of three months be granted a proper 
certificate for general practice 

Lastly I feel convinced that rural medical rehef work for the new 
medico will serve as a six months’ holiday after the hard work done for 
his final examination, usfully spent in studying conditions under which 
villagers live It will necessarily broaden his outlook on hfe, introduce 
him to his future life of a citizen and help to build up his character 
If already married, a six months’ hohday with his wife will give an 
opportunity to the young women to do social welfare work and learn 
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A REVIEW OF PERIPHERAL NERVE INJURIES 

by 

D K KARANJAWALA m . bb .8 
INTRODUCTION 

It is an ill nind that blows nobody any good, and perhaps the 
greatest single benefit that humanity derives from all warfare is due 
to the enormous advances in the art and science of surgery 

The vast wealth of material that the surgeon conies across, due to 
lesions both traumatic and inflammatory, in a short space of time 
improves his clinical acumen and technical skill, beyond measure 
He thus becomes more fit for the work of repair which is the aftermath 
of every war 

The veracity of this statement was amply borne out by the occur- 
rence of semi-warfare conditions in Bombay early last year, occasioned 
by the Naval Mutiny, and by the communal riots later on in the yeat 
As a result of these, our surgeons have become more adept at handling 
traumatic-surgery-matcrial, as also at organised team work, which 
consequently has been much better understood 

Prior to these events, we had only occasionally seen a bullet-wound 
and very few lesions (at least in variety) caused by a stab, with the 
knife But during those hectic days, we saw almost every organ m the 
body pierced by a bullet or knife, almost every bone broken by it, and 
lesions of most of the vessels and nerved of both the extremities caused 
by the same agents 

It is from these cases that most of the material for this paper hng 
been taken, and although the results of treatment have not been too 
gratifying, yet the clinical manifestations exhibited have been worth 
noting and following up 

Pathology of Nerve-injury 

After complete section, the cut ends of a nerve retract If the 
section is mcomplete the cut bundles and fibres retract and form a 
proximal neurofibroma and a distal ghoma, or a lateral neurofibroma 
►Seddon has given the term Neurotemesis to complete-section 

Lloyd Davis states that “when the nerve-trunk has been severely 
lacerated (xnz by gunshot injury) the contusion effects are seen under 
the microscope for a long distance on either end These areas later go 
on to necrobiosis and dissolution of nervet issue The resulting 
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pattern of regeneration therefore is more confused and the prognosis 
correspondingly made worse To add to these difficulties there is 
abundant fibrous-tissue reaction m the wounds, which is a natural 
sequence of the gross contamination and severe infection of such wounds 
The toxins or bacteria if not controlled m time may travel m the 
interior of the nerve trunk and cause an ascending neuritis, which 
ends up in a wide-spread fibrosis of the connective-tissue framework 
of the nerve 

Lesions without loss of continuity of the nerve which Seddon calls 
Axontemesis, and whfere the phases of degeneration and attempted 
regeneration take place inside an intact nerve-sheath are usually caused 
by an injury giving rise to contusion of the nerve as also by friction of, 
or traction on the nerve trunk Here again the amount of connective 
tissue reaction determines success or failure of regenerative efforts and 
it often ends up as a fusiform-neuroma 

Lastly when the nature of injury is such that a transient block 
occurs without loss of contmuity of either the axon or its sheaths, or 
in other words the nerve suffers from a state of concussion (neuropraxia 
according to Seddon) The lesion almost always ends up m complete 
recovery within a week or two 

In our series of nineteen cases, nine suffered complete section of the 
nerve, six suffered contusion and only four escaped with concussion 

Of the first group, four were severe bullet-wounds with laceration 
of the surrounding soft parts Three of them were followed up and 
ended m failure, the fourth one is not traced The remaining five were 
clean cuts by sharp instruments One of them recovered almost 
completely, one had a fair amount of regeneration, one refused repair 
and two ended up m failure 

Of the second group two had fusiform-neuromata, both ended up 
in failure One got completely cured, and the remaining three im- 
proved enough to regam a fair degree of function 

Of the last group two suffered from causalgia, and the other two 
recovered completely. 

Changes in the other tissues occur partly as a result of trauma 
inflicted but mainly as a result of the nerve-involvement These 
changes occur in the tissues to which the terminal nerve fibres are dis- 
tributed, and are due either to 

[a) disuse — which is an inevitable sequel of nerve-block or (b) 
to irritation of sympathetic and sensory axons which remain intact 
These latter changes are known as trophic, and sometimes give rise to a 
clinical entity known as “Reflex sympathetic dystrophy ” The charac- 
teristic changes herein are 

(1) progressive fibrosis of muscle bellies, tendon-sheaths and 

joint capsules 

(2) degenerative changes m the superficial tissues, and 

(8) porosis of the bones of the hand and foot. 

According to Livingston these changes are brought about as 
follows “A prolonged bombardment of pam-impulses sets up a vici- 
ous circle of reflexes spreading through a pool of many neurone- 
connections, upward, down- ward and even across the spinal cord, and 
perhaps reaching as high as the thalamus itself Because of the sum- 
mation of nerve-impulses, there is kept alive within such a pool (known 
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as the Intemuncial pool, a constant circling of activity across the 
synapses involved Some of the synapses include the sympathetic- 
motor-neuron-cells m the lateral-horn controlling vasomotor tone and 
sn cat-glands 

Spasm in the arteolar and venous-end of the capillary loops raises 
filtration pressure, and oedema and swelling result. Cyanosis and 
anoxaemia increase capillary permeability and filtration, further aug- 
ment oedema 

Other synapses involved may be the anterior motor-horn cells, 
giving rise to skeletal muscle cramps and spasms Out of the pool also 
arise augmented stimuli to pam, travelling up the thalamic tract 

Depending on the wide-spread of the pool, the phenomena of pam 
and sympathetic disturbances are observed far from the injured area 
in the limb The afferent pathway is represented as the sensory fibres 
m the posterior roots since, (according to Livingston after careful 
review of the evidence) pam bearing fibres do not exist in the sympathe- 
tic somatic system Therefore the abolition of pam m these conditions 
by severance of the sympathetic pathway is not directly due to any 
blocking of afferent pam fibres, but to the interruption of the efferent 
sympathetic pathways leading from the intemuncial pool 

Pam is usually the most prominent feature It may be a most 
extruciating, deep burning agony that makes the patient wince at the 
approach of the examining hand and sometimes makes him contem- 
plate suicide 

Etiological Factors 

Various types of trauma have been described as giving rise to nerve 
lesions They mainly fall into two groups 

(1) Where the nerve is involved directly by the traumatic 

agent, and 

(2) Where the nerve gets involved as a sequal to injury of the 

surrounding tissues 

In the first type the nerve injury is said to be primary and depending 
on the traumatic agent and its vehemence, there is a section of the nerve 
as by bullet-wound, stab, etc , or there is laceration caused either by 
the extraneous agent or by the fragments of the neighbouring broken 
bone, e g , mech&n nerve laceration m supracondylar fracture The 
other types of primary injuries are crush-injuries blunt or open where 
the nerve suffers compression or contusion, a? also traction injuries 
which occur in cases of dislocations and fracture-dislocations - 

As opposed to the above-mentioned, when the nerve-lesion mani- 
fests weeks after the injury due either to friction occurring m & bony 
groove viz , unlar-neuntis or by its involvement and late compression 
in callus or scar-tissue, or a plaster-cast The injury is said to be 
secondary 

Lastly if the nerve-involvement occurs years after the primary 
injury as a result of a gradually increasing deformity causing a stretch 
or pressure on the nerve as m a case of cubitus-valgus following excision 
of the capitellum, the injury is said to be delayed 

In our senes there was no case of delayed type of injury 
Of the secondary type there were three cases m all One of them 
had a fusiform neuroma on the ulnar as a resiilt of friction following 
fractured elbow One had medical nerye-causalgia due to involvement 
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Descent of the motor pomt was also demonstrated m a case of the radial 
nerve injuries 

Included m the Syndrome of Irritation is a clinical entity known 
as Causalgia which seems to be due to irritation chiefly of the sympathe- 
tic fibres as it mostly affects peripheral nerves rich m these fibres viz , 
sciatic and median 

Ever since Wier Mitchell so vividly described its characteristics 
as occurring m wounded soldiers in the American Civil War, literature 
on the subject has been accumulating, and much attention is being paid 
with particular regard to its causation and treatment 

As described on the previous pages, Livingston m his book on 
“Pain-Mechanism” has given a very graphic account of the probable 
cause, as also the different clinical varieties and the criteria of treat- 
ment 

Ulmer and Mayfield have recently published a statistical review of 
their cases and have clarified and laid emphasis on certain points 

James Evans calls this condition, the syndrome of “Rede's. Sympa- 
thetic dystrophy” and objects to the term “Causalgia” which he says 
is a misnomer because of the absence of pam m some cases 

Apart from the characteristic pam, the changes that occur fh other 
sympathetic disturbances in the extremities are identical, and these 
therefore have been termed “The Minor Causalgia ” 

Ulmer poults out the two types of Causalgia seen 
One where the skin is blue, shiny and bereft of hair, the nails 
Brittle and stunted, and the onset of contractures early 

In the other variety the reverse obtains The skm is flushed and 
dull, the affected part is Marnier and more hirsuite and perspires freely 
Both these forms are accompanied by an agonising pam of a burst- 
ing and burning character, and exquisite tenderness along the nerve- 
trunk, (more marked in the milder cases) Exacerbations of the pam 
occur by all forms of physical or emotional stimuli however slight, 
so much so that the patient does not allow his limb to be washed or even 
touched He looks anxious, is taciturn and irritable, loses sleep and 
appetite His condition is pitiable m the extreme, as he even con- 
templates suicide to get rid of his pain 

The tno types of changes described above are due to a marked 
vaso-constriction of the affected part m one case as opposed to the 
vaso-dilation obtained m the other This fact has been proved con- 
clusively by oscillometric studies, and skm temperature readings 
The effect of moisture also vanes with the type of vascular dis- 
turbance Thus the vaso-constnction case gets relief by immersing 
the part in n arm water, whereas the other obtains relief by cold water 
Fever is also employed as means of temporary relief in the vaso-constric- 
tion case In roentgenograms osteoporsis is more marked m the vaso- 
dilation type 

The alteration of blood flow in these cases does not seem to bp 
responsible for the pam nor are infection and scar-formation of etiologic 
importance 

The diagnosis depends largely on demonstration of relief by pro- 
caine block of the sympathetic ganglia innervating the part The 
phm initiates a reflex paralysis which is overcome by the block, thus 
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revealing the exact amount of disability, and thus distinguishing it 
from other nerve-lesions 

Treatment aims at interruption or abolition of the painful impulses 
passing from the seat of injury With this end in view the following 
manoeuvres have been tried * 

(1) Procaine block of the nerve trunk, 

(2) Neurolysis of the nerve, 

(8) Excision of the affected section with end-to-end suture, 

(4) Section of the posterior roots 

(5) Periarterial sympathectomy , 

(G) Procaine block of the lumber or cervical ganglia 

(7) Sympathetic ganghonectomy - ' i 

(8) Chordotomy . 

(9) High amputation as a last resort 

(10) Destruction of part of the sensory cortex m cases of phan- 
tom projection 

Of all these procedures the most effective and therefore most widely 
practised at present is sympathic ganglion resection after a trial procaine 
block. This is the treatment advocated by Ulmer in lus paper 

He mentions that lack of relief or recurrence of symptoms after 
sympathectomy are due to incomplete sympathetic denervation which 
can be detected by the occurrence of local sweating The starch-iodine 
test is very helpful m locating such spots He therefore says that if 
this test is positive, it is an indication for a sympathetic resection 
higher up which must include the supply of the injured segment of the 
nerve 

The two cases in our senes were both of the vaso-constnction 
vanety and exhibited typical symptoms One was of the median 
nerve following compound fracture in fore-arm, and the other was a 
case of bullet injury of the thigh In neither case was the nerve directly 
lacerated In both, the wounds healed without sepsis All these 
facts are in accordance with the usual picture seen 

The treatment followed m both was 

(1) Repeated procaine block of the nerve trunk with fleeting 

relief followed by 

(2) Neurolysis of the affected segment which also in either 

case failed to give more than very transient relief Block 
of the sympathetic was thought of but not attempted 

The median nerve case left the hospital m a state of desperation 
and is not heard of to date The sciatic injury somehow got used to 
the condition Even now he complains of mild burning and formica- 
tion in the foot and ankle with occasional exacerbations of lancinating 
pam, his limb is wasted to a shadow of its neighbour But on the 
whole he is tolerably confortable and does not desire any further 
surgery 

Diagnosis 

4 " 'I f 

Interesting clinical pictures were particularly noted m our three 
cases of brachial plexus injuries, the most interesting being the case 
of the patient who got a lesion, as it were of the trunk formed by the 5 
and 6 cervical roots distal to the serratus anterior and suprascapular 
branches The muscles most affected were those supplied by the 
radial and musculo-cutaneous resulting in utter yyeakness of flexion 
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at the elbow and extension at the wrist Recovery was pretty rapid 
The power returning earliest to the pectoralis major and to the lati- 
ssimus dorsi muscles The anaesthesia m no part of the arm was com- 
plete but there was hypoaesthesia on the lateral aspect of the fore-arm 
and hand confirming the site of the lesion 

This was a pretty typical Erb-Ducheune type of case and the only 
one m our series with indirect type of injury The other two were both 
direct injuries and the clinical picture also did not conform to set type 

In one case all the cords accompanying the brachial artery were 
cut together with the vessel, rendering the elbow jomt as also all the 
structures below it functionless and anaesthetic The lesion was at 
the region where the cords break out into their branches The muscles 
of the shoulder girdle therefore were spared 

The third brachial plexus case had such severe associated injuries 
that detailed neurological examination was not done till his general 
condition improved He had come with a sucking wound in region 
of the right apex caused by a bullet which had shattered the clavicle 
about its middle and had passed through breaking the second rib and 
the scapula The injury in this case seemed to be at the level of 
the trunks and all the trunks apparently uere affected as the only 
movements possible at the end of a week were slight flickers of the 
pectoralis major and latissimus dorsi The rhomboids were not tested 
for, but they must have been in-tact The zone of anaesthesia pretty 
widespread at the outset contracted remarkably at subsequent exami- 
nations 

In diagnosing the cases of median ulnar and radial nerve injuries 
certain simple tests of motion and sensation were relied on Thus 
m case of median nerve lesions at the wrist the first test tried was 
opposition of the tip of the thumb to the tip of the little finger, to reveal 
the weakness of the adductor of the thumb Since we did not have a 
case of lesion at the elbow level, it was not worth while testing the 
action of the flexors sublimis and profundus, or of the flexor polhcis 
longus Abduction of the thumb at right angles to the palm was also 
tried but found less useful Thus loss of opposition coupled with anaes- 
thesia m the zone of supply was taken as sufficient evidence of nerve 
section and later confirmed both the times at operation 

Later on, more marked than the typical deformity, were the trophic 
changes viz , the tapering of the finger-tips, cold, blue, shiny skin which 
later turned red and warm (and remained so for quite some time m 
one of the two cases) and even the change in texture of the nails on 
the affected finger 

In the ulnar nerve lesions one case came to the hospital with a 
typical deformity whereas the other had such a big gash on the medial 
aspect of the elbow that neither left any doubt as to the lesion m the 
nerve And as both these cases were neither able to form a cone with 
the fingers nor grasp a newspaper between thumb and index finger 
(Froement’s Sign) it onl3 r remained to test pinprick sensations of the 
little finger to clinch the diagnosis 

With regard to radial nerve lesions particularly as most of the 
cases were of “Partial Interruption” only, more reliance was placed 
on inability to extend the fingers than on inability to extend the wrist 
In either case the test was carried out with the hand and forearm 
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lying prone on the table m order to eliminate the apparent extension 
caused by strong flexion of the fingers and also to eliminate extension 
of fingers by interossei and lumbncals 

Of the two combined median and ulnar injury cases, the one that 
came some time after the injury with what seemed to be complete 
interruption of both nerves, recovered remarkably w ell after operation 
and though the complete “ape hand” deformity stayed unimproved 
the function with particular reference to regeneration of sensation was 
extremely gratifying His hand even today looks wasted and red 
but he is none the w orse either for the look of it or for the residual 
weakness 

The other case a gunshot injury in a Mohamedan woman ended 
up as an atypical irritation syndrome She could not be put down as a 
definite case of causalgia as the pain she occasionally complained of 
was more m the 2onC surrounding the wound than lower down m the 
limb, the trophic changes also were not very marked, but she did not 
improve with conservative treatment and refused further interference 
Our case of postenor-mterosseous nerve injury had other nerve 
injuries that were equally interesting A stab wound m the region 
behind the left parotid gland had severed the eleventh and twelfth 
cranial nerve giving rise to what is called Jackson’s syndrome or Bull- 
fighters’ syndron e, which had resulted in a hemiatrophy of the tongue 
w'lth difficulty in swallowing, particularly fluids which regurgitated 
through the nose The trapezius w’as weak, but the weakness of the 
sterno-mastoid was more marked The posterior interosseous had 
been severed only m part resulting in loss of extension and abduction 
of the thumb and index fingers The lesion evidently being below' the 
branches to extensors digitorum, digiti-mimmi and carpi-ulnans 

Prognosis 

The factors governing the prognosis of nerve-injuries particularly 
as regards regeneration could be laid down as follows 

(1) The individual nerve injured 

In general it may be said that those nerves with only one type of 
fibres (viz , motor or sensory) predominating, and those subserving 
cruder functions, regenerate better than nerves that are predominantly 
mixed and those that subserve finer or more evolved functions 

Thus a radial nerve predominantly motor is expected to regenerate 
better than median or ulher which are more mixed and subserve more 
intricate movements 1 

(2) The level at which the injury occurs — 

( a ) The longer the distal segment the w'orse the prognosis, 

(b) The closer (proximally) the section is to bifurcation 

or branching the w'orse the prognosis Thus the 
prognosis of the posterior interosseous which branches 
off immediately is bad 

(8) Type of injury, condition of the nerve ends, of the wound 
and of the nerve bed "Thus gunshot wounds have a bad 
prognosis because of very definite contusion effects 
(as seen by the microscope) for a long distance in and 
both the proximal and the distal ends, which later goes 
on to mecrobiosis and dissolution of > the nerve-tissue 
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The resulting' pattern of regeneration of -the nerve ‘is 
therefore more confused 

(4) The other important factor governing prognosis is the 

time interval between injury and suture If this is over 
two months, irreversible changes occur m the distal 
segment, as also m the tissues supplied, which hinder 
regeneration and recovery 

(5) The type of treatment and after care are also important 

factors 

Thus grafting has a definitely bad prognosis, the causes 
of this being so, will be discussed in the section on treat- 
ment In cases of suture, mechanics of suture 

(6) Lastly, the degree of interruption and the latent-period 

duration have prognostic significance The latent period 
comprises of — 

(n) Initial delay at site of injury before fibres appear at the 
distal segment 

(b) The time taken by them to advance to muscle or 

cutaneous ending 

(c) Terminal delay for end-organ regeneration 

The most noteworthy thing about our cases of nerve-injunes was 
the recovery of the median-nerve lesions Contrary to expectations 
all three cases m which the nerve had been sutured progressively im- 
proved and recovered more than 50 per cent of the function m each 
case The change was most remarkablem the recovery of the sensation. 
We were at first sceptical about the contraction of the area of anaesthe- 
sia, considering it to be overlap , but with the passage of time almost 
complete sensorj regeneration occurred in one and a good 60% in the 
other tvo Even the case of the combined ulner and median injury 
the patient recovered his sensations (to pm-pnck at least) completely 
over the whole hand The radial nerve cases true to type bore out the 
good prognosis given and tv o of the four recovered crmpletely , one 
did not come for a follow-up and the one that ended up partly as failure 
was more due to inadequate treatment (viz. suturing) fracture as also 
due to a flail arm (non-Union fracture Humerus) I saw this case about 
tv o weeks back His humerus is soundly united now and he can extend 
his wrist to a considerable extent but not so the fingers 

The prognosis in both the ulner eases was made worse by the t\pe 
of injury m one case and the tune factor in the other In the first 
case the patient had almost half his elbow blown off by a bullet and 
there was no chance of the wound healing by primary intention, besides 
the associated bone and joint injury was almost certain to lead to a 
stiff immobile elbow and repair of the nerve at no stage was even 
thought of 

The other case came to us with the claw-hand deformity already 
in existence for oi er a year, and freeing and transposing the nerve to the 
front of the elbow did not make anv difference m the clinical condition 

Since the two cases of Causalgia were not given full or even ade- 
quate treatment the prognosis as to relief and recovery remains in doubt 

Treatment 

Sj dnej -Sunderland has recently published an article m the B J S 
on his “Observations on the Treatment of Traumatic Injuries to Pen- 
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pheral Nerves” wherein he discusses the relative merits of conservative 
and radical treatment of about 350 patients followed up for a period of 
five years 

He mentions that recovery following conservative treatment was 
(with rare exceptions) complete or unquestionably superior to that 
which could be expected from surgical repair under the most favourable 
conditions 

In his senes of cases there were 08 % of spontaneous recoveries 
Of the 81% explored 6% required treatment and subsequently re- 
covered spontaneously He discusses that the policy of exploring 
injured nerves with complete interruption as soon local conditions 
permit is good because 

(1) Early repair is permitted thus shortening the period of 

incapacity, while irreparable damage is treated without 
* delay 

(2) Chances of a successful nen e-suture dimmish after delay 

beyond two months, due to irreversible changes m the 
distal segment (Contraction of the lumen of the re- 
generated neunlleumnal tubes) and m the extra-neural 
tissues (perineural fibrosis) 

(3) In skilled hands exploration is safe But he warns that if 

an exploration, a nerve is found to be m continuity it should 
not be divided or resected and regardless of apparent 
damage it should be allowed to recover spontaneously 
A delay of six to nine months in such cases does not adversely 
affect the suture results If the nerve treated thus does not recover 
spontaneously then re-exploration with resection is indicated 

As regards neuroma, he says that the mere presence of a neuroma 
is no indication for resection and suture, it is better to allow maximum 
amount of spontaneous recovery before interfering 

The general principles of nerve repair as laid down in the War 
Manuals of Neuro-Surgery are If the wound is seen xmthm six hours 
thorough debridement and primary nerve-suture is recommended 
provided the nerve is not much contused, the surrounding tissues not 
lacerated and the ends as also the skin margins can be apposed without 
tension In cases where sulfonamides have been used locally and 
systemicaly this period can be prolonged to almost upto 18-24 hours 
If the wound is seen later than this, the infection is to be treated 
to secure sound healing, and the suture of the nerve is to be carried 
out at a Secondary operation performed at least 8 months after sound 
healing (unless sulfonamides have been used m which case tins waiting 
period could be curtailed to as many weeks) 

All authorities do not agree with the views stated above Some 
advise primary suture only m cases seen within three hours of the 
injury local conditions permitting Others advocate delayed-primary- 
suture in all cases (to be done within 8 weeks of the injury) stating 
that this is the optimum time, as the nerve-sheath m both segments 
and the axons in the proximal segment has regenerated sufficient 
within this period to give effect to maximum regeneration if the nerve 
is repaired at this stage They also mention the disadvantages of 
earlier and later suture, pointing out the sepsis, and devitalised 
state of the tissues m the former and the irreversible changes m the 
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distal segment in tlie latter which hinder the progress of the regenerat- 
ing axons 

The views regarding the use of sulfonamides locally are also varying, 
as according to some the irritant effect of these on the tissuse leads to 
more fibrosis which is very definitely detrimental to the cause of re- 
generation in a sutured nerve Loyal Davis does not seem to hold this 
view as he clearly states that sulfonamides have no deleterious effects 
upon the healing and regeneration of sutured nerve 

Regard mg the use of suture material mention should be made of 
“Fibrin Suture” wherein the apposed cut ends are resealed together by a 
“Glue” of concentrated plsama coagulated by chicken embryo tissue- 
extract The ends are held together in a special cup prepared for the 
purpose This type of suture is supposed to give rise to the least 
amount of fibrotic reaction and therefore yields the best results 

The maintenance of the limb m adequate position find mobility 
as also the proper state of nutrition from the time of injury to that of 
final recovery is of prime importance 

This is particularly necessary, w here due to unfavourable conditions 
immediate repair of the nerve has not been possible or where due to the 
type of trauma, later treatment particularly grafting has been necessary 
Our attitude as regards treatment of our nerve-injury cases was 
more or less as mentioned in text-books viz 

“Radical in nerve exploration and Conservative in nerve 
operation ” 

As a matter of fact we were a little conservative regarding our 
explorations also Thus m the brachial plexus injuries, no exploration 
was undertaken to ascertain the exact amount of damage The 
rationale employed for not exploring early was to allow the establish- 
ment of colateral circulation, as m two of the three eases there was no 
radial pulse at the wrist and m one of these, from the history it was 
ascertained that the artery had been severed As for the third case, the 
very nature of the injury did not warrant an exploration 

Regarding the other cases (viz two cases radial nerve injury) 
radical exploration was not undertaken while debriding the wound 
mostly because the operating surgeon (viz the house-surgeon) did not 
consider lnmself competent enough for the task, and as subsequent 
progress m these cases led to almost complete recovery, the conserva- 
tive attitude seemed justified 

Whenever during debridement however, the cut nerve ends pre- 
sented themselves m the w ound, as they did on six occasions, the wound 
%\ as further explored, the nerve ends mobilised and as on five of these 
occasions the local conditions were found to be favourable, an end to 
end suture was undertaken and carried out 

Of the nerves thus sutured primarily were two median at the wrist 
and one m the fore-arm One radial at the wrist One sciatic m the 
thigh (middle) 

The case where m spite of visualising the nerve m the Mound 
nothing constructive was done, was where the ulner nerve w r as seen 
torn and the ends severely contused, with the humerus broken to bits 
in the neighbourhood 

The results of these primary suture cases will be discussed later. 
Delayed primary suture was never done in any of our cases. - 
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Secondary suture was done in two of our cases and the total number 
of nerves thus sutured were five Thus in the case of combined median 
and ulnar injury both these nerves v ere sutured one after excising an 
attenuated band connecting the ends and the other after a neuroma 
resection The other case was that of a brachial-plexus-cords injury 
with severance of the brachial artery All three cords had to be sutured 
Neurolysis was carried out on four occasions two of these being the 
causalgia cases, one median and the other sciatic, the former was freed 
right upto the wnst from the elbow and placed in a new bed between 
the muscle and the subcutis In the latter case the affected segment 
'was freed from fibrous tissue and placed in a cover of fascia-lata before 
reposing it to its bed The third case of neurolysis was that of a lateral 
popliteal invoked in the scar of bomb-shell wound The weakness 
of the muscles in this case improved visibly after liberation of the 
nerve 

The last case of neurolysis was that of a brachial plexus injury 
Apart from these an ulnar transposition was about the only other 
operative procedure carried out in our series In one case where the 
radial nerve had ben accidentally severed during bone grafting opera- 
tion the ends v r ere apposed by a few sutures This case has recovered 
considerable power of VTist extension by now 

In the remaining cases conservative treatment was earned out in 
the form of immobilisation, of the part, prevention of contractures m 
and elongation of the affected muscles and tendons by adequate splin- 
tage, prevention of stiffness of joints by passive and active movements, 
and maintenance of the nutrition of the structures by physiotherapy 
m the form of massage, radiant heat, contrast baths, etc 
Table IV summarises the treatment given 


TABLE IV 
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Neurolysis 
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Second 

Transplant 
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Suture 

Suture 
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Brachial plexus 

1 
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1 


Median and Ulnar 

1 



1 


Median 

Ulnar 

1 

1 
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1 

Budial 

O 


2 



Posterior Interosseous 
Sciatic 

1 

1 

1 



Lateral popliteal 
Femoral 


1 

1 




Follow up and Results 

The follow-up of our cases was to say the least poor Although 
eyery effort was made to contact the cases after discharge, to mduce 
them to attend at regular intervals for a check-up of the progress and 
assessment of the residual defect The number of patients that cared 
to reply to our reply-paid post-cards was less than half Fortunately 
one or two patients had been kept in the infirmary for secondary opera- 
tions and one or two turned up for other complaints thus enabling a 
follow-up till almost a year, of about 55% of our cases Due to the 
panto-stat machine being out of order now and then, the check-up 
on electrical reaction could not be earned out on all the cases. Thus 
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ten out of the nineteen eases were reviewed after discharge, four of 
these more than once 

The results as gauged from this crude follow-up were very satis- 
factory particularly m the light of the treatment given, thus confirming 
the view of Mr Sunderland that it is best to leave an injured nerve 
alone and allow it to regenerate naturally to the maximum extent, 
before interfering 

Thus of the six oases where the nerve-injury was treated conser- 
vatively the two radial nerve cases recovered completely, the case of 
median and ulnar had a residual neutritis, but the functions sensory 
and motor were almost as good as on the normal side The brachial- 
plexus case v as improving gradually but has not turned-up for follow- 
up after discharge (probably because he has recovered completely) 
In the ulnar nerve case the nerve was smashed beyond repair so nothing 
could be done The last case viz the post-mterosseous nerve, is a 
doubtful case, one wonders whether he would have done better with a 
suture, this operation was not carried out during Ins stay here partly 
because of bad prognosis but mainly because he was not keen on any 
operation till he had claimed his compensation This gives us a good 
65% of cases recovering over 75% of the function 

Results that could compare with any other form of treatment 

Of the four cases in which neurolysis was done, only one seemed 
to have derived real benefit, this was the case of the sailor whose lateral 
popliteal had been involved m a sharpnel scar The recovery of power 
m the dorsi-flexors of the foot was very satisfactory, though the sensa- 
tions did not reoever to the same extent Due to lack of follow-up 
it could not be determined whether the sensations did improve later 
or not The two causalgia cases derived very little benefit indeed, 
and the same can be said about the brachial plexus case 

Of the seven cases on whom primary suture was carried out, three 
definitely failed one of these being due to faulty technique, one could 
not be followed-up and three regenerated to varying degrees, strangely 
enough all these three w r ere median-nerve injuries Of these, two 
cases where the nerve -was cut at the wist responded very well, m 
one the sensory recovery is absolutely complete though evidence of 
trophic disturbance still remains The other one attended the Out- 
door till the sensations had crept up to the distal phalanges and has 
not shown up since In the third one the sensory regeneration was 
proceeding quite satisfactorily but the patient has not come for sub- 
sequent check-up Of the two radal cases one has never returned 
after discharge and the other failed partly os the ends were only brought 
together by a few sutures and not formally sutured The sciatic at no 
stage gave any hope of recovery As for the femoral, the muscle power 
gradually improved a little but that probably w r as due to the quadriceps 
drill and not due to nerve-regeneration 

Of the three cases in which secondary suture was perfomred only 
one viz , the median and ulnar case improved visibly He has now 
excellent function in the hand and can make out light pm-touch all 
over the hand and fingers 

Of the brachial plexus cases one has not been followed-up long 
enough and the other one after slight improvement has remained 
“status quo ” 
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The ulnar transposition did not improve 
Table V summarises the results 


TABLE V 
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1 
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SUMMARY 1 

1 Nineteen cases of peripheral nerve injuries have been reviewed 
with almost one year’s follow -up in about half the number 

2 The results of conservative treatment have been found to be 
superior to these of active interference 65 per cent of these cases 
spontaneously recovered more than 75% of function 

3 The results of primary nerve suture of the median nerve have 
been found to be very gratifying All tliree cases showing progressive 
improvement upto tlieir last visit one having almost completely re- 
covered function 

4 A fairly severe case of causalgia treated only by neurolysis 
(no interference to the sympathetic chain) seemed to get adapted to the 
condition with the passage of time and leads a fairly useful life 

I take this opportunity to express m> gratitude to mv chief Dr R J Katrok, f r c.s (Eng ), 
M ch ontn (L pool) for his kind help and guidance In preparing this thesis 

I also thank Dr R G Glnde m a (Bora ) for his guidance In preparing the scheme 
I am also obliged to Dr R G Dhayagude, 31 d (Bom ), tho Dean of the K E M Ilospilal for 
allowing me to go through the case reports of the hospital 




Clinical Case Reports 

DEREALIZATION— DEPERSONALIZATION SYNDROME— 

N D Patel, m d 

J G , a mamed brahmin of 45 years, seen on 28th October 1948 
had not left his room since 81st January 1948, the day on which his 
car had got involved m some political demonstration and was stoned 
He was not hurt physically in any way He came home m a fnght, 
took to bed and said that (1) there was no blood in his veins and arteries, 
(2) his head was empty, without any brain tissue, (8) he had no strength 
xn his muscles, (4) he had no nerves, and (5) he could remember nothing 

No argument or persuation could convince him of the unreality 
of his beliefs He w r ould not leave his bed or room He made his son 
give up college studies and put him m charge of his business He was 
seen by several physicians and treated with sedatives and suggestions, 
without any effect During this period he got much depressed and 
sometimes talked of suicide 

On examination on 28th October 1948, he wts co-operative and 
sensible, a little puzzled and depressed He complained of absence 
of any blood m his veins, any brain in the skull, any strength m the 
muscles or nerves, and forgetfulness He was apathetic but could talk 
freely about his past, his business, or on any subject quite rationally 
There was no evidence of retardation 

The physical examination did not show any evidence of organic 
disease The past history was negative except for an attack of pneu-' 
moma in 1987 The family history was non-contributory There 
was no history of addiction to Bhang The patient was a self-made 
man, had come to Bombay in childhood, worked as a hawker, fruit-stall 
keeper etc , and had risen up in business, acquiring much property and 
establishing a sound perfumery business He was happily married 
for 23 years and had three grown up children 

Because of depression and ideas of suicide electric convulsive therapy 
was advised The patient willingly agreed to come for treatment to a 
nursing home but next day disappeared from the house and after some 
ten hours’ search was found walking about on the sea-shore He was 
persuaded to go home and was brought to a nursing home for treatment 
the next day 

In the nursing home he was given a course of electro-shocks 
During the eaily part of this treatment he persisted m Ins feelings of 
unreality, such as he had no blood, no brain, no strength, etc Wien 
blood was removed from his vein and shown to him he merely laughed 
and said “ But it is not blue blood 1 ” He would not get up and u alk- 
He peisisted m saying that his head was empty, everything, all about 
him, was empty He uould become suspicious if you disbekeved him, 
laugh or smile knowingly, and withdraw within himself After four 
electnc shocks he showed remarkable improvement , now he would 
get up and walk, go to bath room, and laughed if told about his lack 
of blood or strength Still he maintained that there was no brain, 
that his head was empty, and that he could not think or remember 
things He talked very rationally with his relatives and made detailed 
enquiries about his business After four more shocks assisted by 
reassurance and explanation of the mechanism of anxiety, his feelings 
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of unreality and depression disappeared and he left the nursing home in 
a state of remission 

Dcrtalizalion — Depersonalization Syndrome has been recently des- 
cribed as a clinical entity Its chief features are a subjective feeling 
of changed personality and altered reality, the patient feeling 
that the outside uorld is changed and has become unreal, and a feehng 
that patients’ own body has altered and become unreal To this feeling 
of unreality and depersonalization are added (1) a marked degree of 
apathy, depression, even leading to suicidal attempts, and (2) a distress- 
ing sensation in the head — “my head is heavy, not working properly, 
is empty, is numb, cannot think clearly, cannot remember, etc ” 

There is no alteration in consciousness, rapport or insight Other 
thoughts are quite rational There are no hallucinations, delusions, 
retardation, conduct-disorder, or mental deterioration 

Physiologically, such a state of mind is produced by administration 
of small doses of mescaline The syndrome is refractory to psychother- 
apy, sedatives, and euphoriants (such as benzedrine) drugs In fact the 
last group of drugs is likely to worsen the condition Clinically, the 
syndrome is very hkely a form of Depression and has to be differentiated 
from psychoneurosis or hysteria Therapeutically, electro-shock therapy 
gives the best chances of early remission 



Critical Notes and Abstracts 

THE PRACTICAL IMPORTANCE OF MODERN CONCEPTS 
OF PSYCHOSOMATIC RELATIONS (Alfred 0 Ludwig, M D 
Boston, New England Journal of Medicine, February 5, 1948, 288 
175-178) ' 

The term psychosomatic m its present-day usage serves commonly 
to designate a group of diseases with organic changes in which emotion 
is thought to play an important etiologic role 

The recent investigations m this field are an approach toward 
incorporating into the structure of medical science what used to be 
known as the art of medicine Every one is familiar with the consum- 
mate skill of the experienced general practitioner, which combined a 
detailed personal knowledge of the patient, lus past life and his family 
•with sound medical understanding as well as a great intuitive grasp of 
emotional problems and a warm friendly support Striking therapeutic 
success and an excellent doctor-patient relation were often the result 
However, these efforts could never be more than intuitive or emineal, 
nor could they be made predictable or manageable until they were 
subjected to careful psvchiatnc investigation 

To consider the patient as a person one must first accept the reality 
of emotional reactions For example, one should not forget that nausea 
and vomiting may be caused entirely by strong emotions as well as by 
structural changes or by irritating substances in the stomach Some- 
what more difficult to visualize but now well established is the concept 
that emotion can eventually produe structural changes in the body 
Once this is admitted a far broader view of the nature of disease must 
follow 

One must make certain that the patient’s feelings, his personal 
relationships, lus life situation and his reaction to his environment are 
all subjected to the same painstaking scrutiny as his physical body 
and its symptoms His emotions should be examined with the same 
objectivity as his organs, and here it is well to caution that moral judg- 
ment regarding behavior has no place in medical treatment Irri- 
tating or annoying actions can be as much a part of a pathologic picture 
as organic disease and should receive from the doctor the same dis- 
passionate appraisal, never unreasoning retaliation 

The first group of disorders of importance to the practicing phy- 
sician are neuroses that manifest themselves by somatic disturbances, 
such as gastro-intestmal, cardio-vascular and skeletal symptoms 

It is highly important that such patients be handled properly 
from the outset This implies that one take a careful medical history, 
which should include at least an attempt to outline the gross personality 
traits as they pertain to the illness An adequate physical examination 
should follow, with special attention to the part of the bodv that is the 
seat of the complaint Necessary laboratory work should be done 
when indicated 

At this point the physician can make or break the successful 
treatment of the case If no significant organic changes are demons- 
trated, the patient should be so informed and should then be instructed, 
in the simplest -words, concerning the mechanism of production of 
psychogenic symptoms All explanations should be clear and concise, 
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hnd the patient should be encouraged to ask questions to allay any 
fears that he may have 

If the disease is purely psychogenic, treatment should not be orga- 
nic Every neurotic person seeks to evade responsibility by falling 
back upon an organic diagnosis It is more comfortable and more 
acceptable to explain symptoms as due to alien infections or other 
external causes than to accept personal responsibility as one must if 
one’s own emotions, be they conscious or unconscious, are at fault 

Unnecessary surgical procedures are especially harmful In the 
presence of severe neurosis, the patient may often unconsciously .seek 
such treatment m part as punishment for severe guilt feelings 

Another important category of illness is made up of disorders in 
*vlnch recent studies have shown that emotional influences acting over 
longer or shorter periods result at first in disturbed physiology and 
eventually m structural change Peptic ulcer is the simplest example 
Ulcerative colitis is another serious disorder in which emotional factors 
play an important role Other disturbances m this group are the aller- 
gic illnesses such as asthma, hay fever and urticaria, certain skin 
diseases, such us eczema, and neurodermatitis, migraine, possibly 
certain cases of epilepsy, hypertension and rheumatiod arthritis 

Addiction to alcohol and to drugs has long been considered a 
purely psychiatric disorder Another addiction — namely, that to food, 
which leads to simple exogenous obesity and which may result m the 
complications that are secondary to pathologic accumulations of fat, 
has been shown to have important psychologic aspects 

There seems to be emerging slowly a clearer understanding of the 
personality structure of persons who become ill in this way or who react 
with their bodies to certain emotional crises These patients, usually 
unknown to themselves or others, appear to have remained or to have 
been pushed back to extraordinarily primitive and early stages of 
emotional behaviour They manifest an extreme degree of dependence 
upon certain key figures around them This dependence on closer 
survey turns out to be so exaggerated that it suggests an almost symbio- 
tic relationship The loss of these key persons by death or by separation 
produces catastrophic helplessness and is often followed by organic 
illness 

This extreme degree of insecurity and need for the support of 
others is manifested in various ways It may be displayed openly 
as a childish, clinging, extremely demanding and graspmg attitude 
with marked impatience and intolerance to any discomfort On the 
other hand it may be completely hidden In this event only the defense 
against the underlying weakness is seen m the form of an exaggerated 
false front of self-reliance and independence The inadequacy of this 
defense becomes apparent when it collapses before any event that 
forces the patient mto a dependent attitude Apparently, many of 
these persons are extraordinarily dependent on the constant presence 
of outside help for the maintenance of security and psychologic inte- 
grity 

Coupled with this extreme degree of dependence is an exaggerated 
intensity of emotion In consequence, these patients become extremely 
controlled outwardly and are usually considered to be cold and unfeeling 
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They fear any loss of control because it may result in an explosive and 
ovenv helming outburst 

Contact is difficult and they tend to live in isolation Personal 
relations arc difficult except on a superficial level Their greatest 
fear is that of complete helplessness Organic illness brings some re- 
compense in that it is accompanied by the security secondary to atten- 
tion and medical care However, so great is the fear of relying on 
others, that patient may resent treatment 

Eating is one primitive method of solving difficulties employed 
by these patients For them, eating can assuage a sense of loss, of 
depression or of deprivation, and on the other hand it may serve to 
relieve anger or rage Oral drug addiction is not rare 

These patients appear to have extremely loosely organized persona- 
lities Responses are primitive and of total intensity In this primitive 
stage such strong emotions are expressed by physiologic changes rather 
than by the more mature methods of physical activity, the outward 
expression of feeling or by verbalization 

"What are the implications for treatment ? To influence such 
patients, it is essential to establish contact with them This requires a 
very warm, friendly nnd giving type of approach, such as is usual and 
customary for the practitioner of medicine 

It will be clear that such vulnerable persons will be suspicious and 
distrustful, nnd therefore it is vital that an attitude of extreme honesty 
be maintained at all times If mistakes arc made, they must be freely 
acknowledged Strong support and reassurance are essential, and it is 
often necessary to infuse one’s own optimism, confidence and strength 
of v ill into the patient This he accepts by identification The doctor 
may have to put himself temporarily into the role of the lost key figures 
or seek to manipulate the environment so that they are replaced 

One must never try to push these patients too hard or too fast 
Pressure is felt as rejection and hostility and either is strongly resented 
or produces exacerbation One must avoid becoming annoyed by 
demanding and grasping attitudes Often, these persons deliberately 
try one’s patience by overt hostility It is best to inquire into the rea- 
sons for such behavior, before retaliating Many of them suspect that 
the entire w orld is hostile and cannot believe that anyone has any good 
intentions The best results are obtained by gentle suggestion 

Vocational guidance, with retraining when indicated by the limi- 
tations of illness, deserves a larger place in organized medicine 

A w ord regarding the role of compensation and pension in disease 
is indicated The justice and humanity of the principle of compensa- 
tion for injur} or illness sustained in industry or war are freely conceded, 
but a much greater understanding of the insidious and highly crippling 
effects of a continuising pension must become more wide-spread among 
the medical profession Everyone has seen patients pushed into and 
maintained in chronic invalidism tlirough the payment of weekly or 
monthly pensions Such behavior is neither conscious nor deliberate 
but represents a secondary neurotic dependence that is nurtured by the 
Continued pension From the point of view' of rehabilitation, conti- 
nuing compensation is not humane but hampers recovery A review 
pf present attitude toward these practices is necessary > 
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ON THE PERSISTENCY OF SENSITIVITY TO TUBERCULIN 
(Wallgren, Arvid Rev chilena de pcdiat , 18 901, 1947) 

According to a general concept, sensitivity to tuberculin which 
appears uitli the primary manifestation can be eliminated with 
biological cure of the primary complex, Wallgren emphasizes that the 
problem of the persistency of sensitivity to tuberculin is not only an 
academic one but also one of scientific interest, and that its practical 
significance should not be discounted 

It has been considered that sensitivity to tuberculin and specific 
immunity to tuberculosis have a parallel course to a certain degree, 
in the sense that they appear at the same time and disappear together 
If there is sensitivity to tuberculin after a primary infection, it is con- 
sidered that immunity does not exist In practice, this concept of the 
relationship between tuberculin sensitivity and immunity to tuberculo- 
sis, as it happens m vaccination with BCG has been confirmed 
If sensitivity to tuberculin has not appeared or if it has disappeared 
after several years, vaccination does not offer effective protection 
against a virulent infection, but the opposite happens when the reaction 
is positive and persists m being positive 

Occasionally, children who have not been vaccinated with BCG 
and who have previously been considered tuberculin positive get ill 
and show a clinical and radiological picture of a typical primary infec- 
tion, therefore, they should have been tuberculin-negative before that 
time 

In countries where bovine tuberculosis has been combated in an 
effective manner, the primary infection is localized with few exceptions, 
m the lungs In the natural evolution of the primary complex, the 
caseous, necrotic parts of the pulmonary lesion and of tlie hilar ganglia 
begin to calcify after one or two years, for which reason it is easy to 
detect them m the X-ray plates These calcifications are produced to 
a greater extent m the younger child who survives an infection 

A pulmonary calcification with negative tuberculin reaction does 
not signify that the ability to react has been exhausted m a person with a 
cured tubercular lesion In a great number of cases the calcifications 
may be a result of cocidiosis or histoplasmosis 

To be able to affirm that the reaction to tuberculin has been ex- 
hausted in these cases with calcifications, it is necessary to show that 
the children have undoubtedly reacted previously to tuberculin and 
that at some time B tuberculosis has been evident 
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The sixty-sixth volume of this very well-known annual maintains 
the high standard estabhshed by the editors and the publishers In 
these days of rapid progress it becomes an extremely difficult task for 
medical practitioners to keep abreast the rapid changes in the diffeient 
branches of medicine and critical abstracts and reviews contained in this 
volume provide essential information m a concise form at a minimum 
expenditure of time Each subject is contributed by individuals who 
are well experienced m them particular specialities and the lexicographic 
arrangement of the contributions makes the task of reference easy and 
time saving The exhaustive references to the original publications 
serve a very useful purpose for those who are more interested m the 
details In spite of the vast expanse of material covered by the book 
it retains its comprehensive character and brings “the treatment and 
practitioner’s index” upto date. M D M. 


JOURNAL OF THE GUJARAT RESEARCH SOCIETY, Vol 10 No 3, Jtily 1948 

This entire number of the Gujarat Research Society is devoted to 
medical and health subjects and contains much interesting and thought- 
provoking material Dr Jivraj Mehta, the veteran medical adminis- 
trator, reviews the medical and health problems of Maha-Gujarat, which 
may well apply even to the whole sub-continent of India, and envisages 
a medical utopia, which gives a fair promise of being a panacea for the 
ills of the people as well as the medical men The only difficulty seems 
to be the prospect of its achievement in any reasonably near future 
Dr Pathak has taken up the work of statistician to the society and sur- 
veyed the w r ork of the two health centres run by the society This 
idea of positive health is v ery welcome at this moment of medical re- 
forms m our country but the response to this effort does not seem to 
be satisfactory , judging from the w r ork put in by these centres 
Dr Jhatalaa and his colleagues have made an attempt to review the 
causes and characteristics of anaenna in a Gujarati Hindu population 
ot a city hospital and come to the conclusion that the main aetiological 
factor is nutritional deficiency, resulting from an inadequate diet 
Dr Pathak analysing the food of medical students, for a short period of 
ten days, comes to an almost sirmlai conclusion regarding the nutritional 
value of their diet In a well presented paper Dr Chamanlal Mehta 
makes a scathing attack on the failures of the Bombay Government to 
keep up with the promises made by them regarding rural medical relief 
as early as 1946 In a fearless manner he points out the defects and 
shortcomings of the various unscientific and impracticable schemes 
launched by the Government and makes a plea to the Health Ministry 
to utilise the valuable cooperation offeied by the indenpendent medical 
profession and not to fight shy of it like the former alien government 
This is a sound piece of advice which deserves the attention not only of 
our provincial government but also of other governments who have the 
good of their people at heart M D M 

RECENT ADVANCES IN THERAPEUTICS, J R. Goyal, M B B S ,3rd Edition, 1948 
Pp 288, Price Rs 7-8-0 

The 3rd edition of this book is pubhshed after a lapse of four years 
Therapeutics is perhaps the main interest of the general practitioner 
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and it is not possible for a majority of them to be conversant with all or 
even manj r of the rapidly changing ideas m therapeutics To such 
as these Dr Goyal’s book is a great help in keeping up w ith the times 
In lus enthusiasm to make the book as complete as possible Dr Goyal 
has included some therapeutic measures which are still in the experi- 
mental stage and are not definitely meant to be used in practice without 
strict controls and a thorough appreciation of their shortcomings and 
dangers The sections dealing with the sulpha drugs and the antibio- 
tics are particularly exhaustive and will help a good deal m the rational 
use of these drugs Without entering into pedantic discussions, which 
are obviously beyond the scope of tlus manual, the author has succeeded 
fairly well in making a concise res u mi of the recent advances in therapeu- 
tics M D M 

ILLUSTRATIVE ELECTROCARDIOGRAPHS Julius Burnsteln, A.B M D and 
Nathan Bloom MD F R G P , 3rd Edition, D Appleton Century Co Ltd New York and 
London, 1948 Pp 309 

With an all round increase m the incidence of cardio-vascular dis- 
eases and particularly of “coronary disease,” it becomes more and more 
imperative that every medical man should have some basic fundamental 
ideas about the rapidly progressive branch of electrocardiography This 
at last by Drs Burnstem and Bloom fulfils this necessity to a very great 
degree The book deals wnth the practical aspects of interpretations of 
the E C G without confusing the issue with the theoretical discussions 
of the physics, mechanics and the electrodynamics of the heart and the 
electrocardiograph The book is essentially meant for the clinician and 
makes no pretentions of helping the research worker in the complicated 
subject of eletrocardiography The graphs are well marked and the 
legends are clear and concise explaining why the particular conclusions 
are reached The grouping of the subjects is of a type that gradually 
leads the student from the simpler to the more advanced type of tracings 
and easily builds up the confidence of the student in the interpretations 
of the complicated records The inclusion of the precordial leads and 
the unipolar leads elevates the book from the class of a mere primer of 
electrocardiography to that of a book for the beginner as well as for the 
advanced student Obviously the unipolar leads do not occupy many 
pages as the theory and complicated discussions are purposely avoided 
The inclusion of a chapter on the Radiology of the heart is an addition 
m the nght direction and serves to explain the various changes that may 
be brought about m the tracings obtained from a heart w r hicb is function- 
ally normal but shows a different pattern by virtue of a change m posi- 
tion or its electrical or mechanical axis We can confidentlv recommend 
this book to those who have a desire to be initiated to electrocardio- 
graphy and as a first step for those who aim to be specialists in this 
interesting and useml branch of medicine. M D M 



Our Problems: a forum for discussion 

MEDICAL FEES 

Honour a Physician vlith the honour due to hint 

(BEN SERA —Bool of Wisdom, C 1(X) b o ) 

There is no uniformity of fees charged by medical men m different 
cities of India and perhaps there cannot be, because of different econpmic 
conditions The Calcutta physicians charge Rs 8,10,82 and 64, and 
even 128 for consultations or visits In Bombay, the most prosperous 
and premier city of India, the consultation and visiting fees of the con- 
sultants have long been Rs 10 and Rs 20 and the most amazmg practice 
is that the general practitioners do not charge their patients for medi- 
cal examination and opimon ! Recently some consultants have raised 
their consultation fees to Rs 15, 20, and 30 and visiting fees to Rs 30, 
40, and 60 It is reasonable that there should be some kind oi uni- 
formity and gradation of fees according to the physician’s experience and 
standing It is not possible to measure a physician’s services to his patients 
in terms of cash Our colleagues, the Barristers, call the fees they charge 
as Honorarium Similarly the fees paid by the patients to the physicians 
is really an honorarium and not a measurable equivalent of the services 
rendered If a surgeon charges a huge amount for an emergency 
operation nobody can deny a physician a similar right when he sees a 
pstient through a serious attack of pneumonia, or typhoid, or meningitis, 
or myocardial infarction, where his judgement and skill in diagnosis and 
treatment may be exercised to meet several emergencies In some 
countries the surgeons make their bills after consulting the income 
of their clients and there is no reason why practitioners m India should 
not do so There is no law, custom, or usage to prevent them from 
doing so 

It is time the general practitioners in Bombay charged their patients 
for examination and opinion, say, anything from Re 1 to Rs 10 and 
visiting fees from Rs 2 to Rs 20 according to their professional standing 
and experience, and the economic status of the patient The consult- 
ants too should have three or four grades of fees according to their 
professional training or standing For the first 10 years of consulting 
practice, one may suggest, the consultation and visiting fees may be 
Rs lOandRs 20, for the next 10 years Rs 15andRs 80, and for the 
next 10 years Rs 20 and Rs 40 For those who continue a limited 
practice after retirement the fees may be Rs 30 and Rs 60 or even more 

The medical man is asked to do free service, here, there and every- 
where, because he gets experience in practice ! The way in which this 
need for experience is exploited by the State, the Municipalities or 
Local Boards, and Charitable institutions is really preposterous 
Medical man’s work is humanitarian He has to deal with ill persons, 
who^e earning capacity is affected for the time-being and whose expenses 
haxe gone up because of illness All this v readily granted by us But 
one must not forget that the medical man also lives in an acquisitive 
society He has to maintain his standard of living, look after his family, 
educate his children, and provide for his old age To appeal to his 
humanitarian sentiment and to leave him to starve ill becomes a state 
or society It is also true that private modern medical treatment is 
very expensive at present and perhaps beyond the reach of the poor 
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find even the middle class The remedy for this state of affairs is a 
comprehensive state jnedical service and free medical education Till 
this comes medical men must charge their patients according to their 
social and economic status, and the state and society must pay ade- 
quately all their medical employees No other young graduate, teacher, 
lawyer, or engineer, is exploited in the way a medical graduate js ex- 
ploited to-day No man or institution values one more than one values 
oneself It is a common experience of physicians that free advice given 
to patients is rarely valued highly, the patient often rushing to get a 
second opinion, and the honorary services rendered to the state or to the 
municipality are also valued little and taken as a matter of course 

“Where there t s no fee there's no skill ” — ahistophaneb 

“The doctor who accepts no fee is worth none ” — basil talmud 
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'Reflections and Aphorisms ' - 

1 “An imaginary pain is a contradiction m terms If I say I 

have a pem, I either have it or I am a liar There is no possibility of my 
having a pain which is not present ” (t a boss) 

2 “A man believes that his neighbour is using some electric 

apparatus which results m giving him severe pain in the head His 
belief in this is of the same order and fixity as mine is that I am now 
sitting on a chair If anyone tried to prove to me that I whs not sitting 
on a chair I should not hsten , if he persisted in lus arguments, I might 
in tune get angry In exactly the same way, with same force and in- 
tensity, the man who beheyes m fantasy believes in the reality of the 
hostile electric apparatus He will not listen to the arguments of 
anyone wlu tries to convince him of the unreality of his belief, and soon 
any argument about it will make him angry ” (t a boss) 

8 “The patient says that she cannot , the nurse says she mil not , 
the truth is tliat she cannot tall (sib james paoet) 

4 “A cure is n it of itself a criterion of much value m determining 

the validity of a theory One must always allow for the effect of faith, 
and hope When beliei is present m abundance the theory -works , 
when it begins to fail the theoiy begins to fail too That is why the 
beheving, zealous enthusiast gets the most cures, the critical, un- 
convinced some cures, and the doubting disbelieve the least numbei of 
therapeutic successes ” (t a boss) 

5 “When hope is predominant all the glands of the body perform 

then functions in a satisfactory manner when the opposite condition 
is prominent the reverse happens The daily dose of hope which a good 
and careful doctor inspires is no mean factor among those influences which 
will turn the scale m favour of recovery ‘Always do something,’ 
said a wise physician, ‘always do something at each visit m a chronic 
case, even if it be only to rearrange the pillows (t a boss) 

6 “It is part of the cure to wish to be cured ” (seneca, Hi ppolytus) 

7 “Our remedies oft m ourselves do he. 

Which we ascribe to Heaven” (shak^speabe, All's Well 

Thai Ends Well) 



The Indian Physician 

VOL VIII NO 3 MARCH 19*9 WHOLE NO 87 


Original Contributions 

HYPOSPAD1US 

by 

DR R H KARMARKAR, frcs (Eng) 

My object in reading tins paper on liypospadius to-day is to place 
before you the more recent advances m this field of surgery and to 
narrate to you my experience of treating five cases of hypospadius 
I have reviewed all available literature on this subject from that of 
1941 onwards There is a variety of operations devised to cure this 
congenital anomaly Their great number indicates that no single 
operation is yet found to give uniformly good result It is well re- 
cognised that the end results of these operations, even m the best of 
urological climes arc often disappointing However a review of the 
recent methods shows that sound principles are evolving out of a 
chaotic state and more attention is being focussed on these principles 
rather than on elaborate procedure 

Historical — The first efforts towards the surgical treatment of 
congemtal defects of the uretlira were those of Dieffenbach in Germany. 
His paper was translated into English and published in the Dubbn 
Medical Journal by John Swift in 1886 Later Thiersch devised his 
operation for episadius in 1869 and m 1874 Auger treated a case of 
hypospadius using Thiersch’s technique From 1874 to 1886 Duplay 
published three papers describing his method Duplay’s technique is 
wellknown to the present generation of surgeons At the turn of the 
century one more contribution appeared and that was by Bucknall m 
1901 This was followed by that of Ombredanne in France in 1911 and 
Edmund’s Hunterian Oration m 1926 In the common textbooks the 
methods of Duplay, Edmund and Bucknall, are mentioned and well 
illustrated but Ombredanne’s operation is not to be found in any one of 
them Two or three American urologists have recently drawn the 
attention of the surgeons to the utility of that operation as will be shown 
presently in the latter part of tins paper 

The less known contributions come from Russel who described an 
operation for severe hypospadius in 1900 and Blair who wrote about 
scrotal hypospadius in 1983 Van Hook and Mayo described their 
tunnelling operation in 1901 and Beck and Burghard their opera- 
tions for glandular types of Hypospadius. 

In short all the operations devised and adapted upto 1937 fall 
into the following two categories — 

A pnper read before the 85th meeting of the Seth G S Medleal College and K. E M Ho»pltal 
Staff Societ} on lltb September 1048 with Dr R N Cooper in the chair 
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(1) Flaps taken from the penis, prepuce, scrotum or abdomen 

or a combination of these and uthsed m the techniques of 
Duplay, Beck, Bevan, Cecil, and Ombredanne 

(2) Free grafts used for being placed in a tunnel made m the 

glans and shaft of the penis m the procedures of Van 
Hook and Mayo, Esser and Nove-Josser and trans- 
plants frcm the meter, vein and appendix. 

Of these the techniques where flaps are used have come to stay 
as acceptable methods 

Classification — Three degrees of deformities are recognised viz , 
the glandular, the pemle and the perineal In the penile variety which 
is most commonly met with, the meatus may be situated anywhere 
between the glans and the penoscrotal junction, while in perineal 
variety other anomalies such as undescended testis, bifid scrotum and 
pseudohermaphroditism are present 

General Pules — I will now discuss certain principles which can 
be laid down as general principles to be followed in doing this branch of 
plastic surgery, viz , (1) Suitable age of the patient, (2) Proper handling 
of the tissues, (8) Choice of suture material, (4) Haemostasis, (5) Asepsis, 
(6) Psychology of the patient and (7) Attitude of the patient or his 
guardian to the total duration of treatment 

1 Age — Consensus of opimon appears to favour the view that 
straightening of the penis should be done fairly early in life, though not 
before the age of four Reconstruction of the urethra has been taken 
up by various surgeons at varying ages before puberty and at any age 
whenever the case presented itself for the first time after puberty The 
ideal age is between the age of 11 and 16, “before the child becomes 
embarrassed by the defect ” This age group is to be preferred to the 
younger age group because the tissues are more firm and easy to handle 
and better vascularised than m infancy Sutures are more easily 
applied on a larger phallus than on one of smaller size In spite of these 
advantages cases have been operated upon successfully at a much 
younger age by Goldstein following Ombradenne’s method, one 
case being 2£ years, and another 4 years Young and Benjamin of 
Rochester advocate operation at a very early age, one of their cases 
having been done in one stage at the age of 18 months 

2 Tissues — Many surgeons have come to grief because m spite 
of elaborately planned operations success is not to be had only 
because the handling of the tissues is rough As a result they become 
macerated, dry, tom or buttenholed The length of time spent over 
the operation also counts a great deal As Goodhope puts it “Wound 
healing m all plastic surgery usually -v aries inversely with the time 
consumed in doing a procedure and directly with the gentleness used 
m the handling of the tissues ” 

8 Sutures — Suture material should be such as would exert a 

minimum tissue reaction The following are in common use 

(a) 0000 to 000000 plain or chromic catgut for the urethral 

tube 

(i) Deknatel C Black silk 000000, for the tube as well as the 
outer skin 

(c) Malleable silver wire 

(d) Stainless steel wire 
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Catgut however thin it may be docs give rise to Some oedema and 
therefore chances of the sutures cutting through are inherent in its use 
Dchnatel or any other silk or linen or cotton of similar thickness seems 
to be the material of choice for many reasons LowsTey and Kirwin 
describe then operation being carried out with buried silver wire stitches 
and inspite of fistulae formation following its use m their case they 
advocate its utility Goodhope has described a technique of using 
stainless steel w ire A special 41 inch atraumatic needle with a swedged 
in 8' stainless steel No 80 wiresuture has been made for him by Davis 
apd Geek After adequate mobility of the tissues has been obtained 
tljcir edges are brought in contact with each other and threaded on the 
needle If the suture hne is satisfactory the wire is dravn through the 
tissues and fixed m place by placing lead pellets over their ends The 
wire is pulled out when the union is satisfactory, at the end of 1 2 to 14 
days , 

4 Hacmoslasis has to be perfect even at the risk of putting too 
many ligatures Chamock and Kiskndden (1948) advocate a technique 
of infiltration of the subcutaneous tissues with a local anaesthetic solution 
(1% procaine mixed with adrenalin solution 10 to 20 drops'per 1 oz ) 
before raising flaps from the penis to ensure perfect haemostasis - 

a Asepsis — Asepsis is maintained throughout the plastic pro- 
cedure Sulphonamides and penicillin have been of great use in main- 
taining the asepsis postoperatively One factor which introduces 
sepsis and thus spoils the result of a good operation is the passage of 
urine over the suture hne This is discussed a little later m this paper 

0 Nursing — The nurse plays a great role m the ultimate success 
of this operation At the Johns Hopkins Hospital the nurses (Lucille 
Wright & Prince 12 ) are specially taught that when the suprapubic or 
perineal urethrostomy is done it is their duty to see that the indwelling 
cathetens flushed daily with a sterile lotion and kept free from blockage 
due to deposit of phosphates m the bladder Otherwise it is quite com- 
mon to get the bladder distended inspite of the catheter and the chances 
of the urine leaking through the normal urethra are enhanced This is 
bound to vitiate the result and end in fistulae The operative area there- 
fore must be kept dry Hie nurse should note immediately any stoppage 
in the drainage and report to the surgeon Secondly, postoperative 
cleanliness of the wound, keeping it dry and lightly dusted yvith sul- 
phonamide powder helps in the prevention of stitch abscesses and con- 
sequent fistulae Thirdly, at the Johns Hopkins Hospital the nurse is 
instructed to apply an ice bag with very little ice m it and for as short 
time as is necessary' whenever the patient feels that there is danger of 
an erection of the penis Higgins 16 (1947) believes that the first erection 
causes the sutures to be pulled out and, therefore avoidance of early 
erection is essential He- gives his patients stilboestrol (the dose 
depending upon the chdd’s age) for five or six days before entering the 
hospital and for one ueek after the operation Operation is not per- 
formed until the patient states that he is unable to have an erection 

7 The nurse is also expected to take care of the psychology 
of the patient who is naturally shy' on account of the congenital anomaly 
She must create confidence m him that he is going to be a nprmnl 
individual as a result of the operative procedure, , 



66 


The Indian Physician, March 1949 


8 In actual practice it is necessary to explain to the parents the 
number of steps that are planned and the length of time necessary to 
complete the procedure The possibhty of the common pitfall of a 
fistula should also be mentioned to them stressing at the same time that 
the fistula is capable of bemg corrected after a minor operative pro- 
cedure If the patient or his guardian is given an idea at the outset 
that the operation is a time-consuming piece of work their co-operation 
can be counted upon than otherwise 

Choice of operative procedure — Now I come to the real pro- 
blem faced by almost all of us, viz , the choice of a method oficrperation 
for any given case Everybody is agreed that there are fwb reasons 
for correcting the deformity', (1) it interferes with the sexual function 
and (2) that the urinary stream splashes against the sltift of the penis 
The operation is designed to fulfill two purposes viz , correction of the 
ventral deformity and construction of the pemle urethra If the ideal 
is attained the penis is free from a ventral sear and the urdthra is of 
adequate calibre and entirely free from the growth 6f haif The pre- 
puce is always redundant and hoodlike This available skm has been 
very handy in providing a non-hairbearing skm f6f the. formation of 
the urethral tube in the methods of Edmunds afffl NeSbit 

In all opeiations correction of the chordee is /the first step This 
should be done at an early age so that a normal growth of the corpora 
cavernosa constituting the shaft is facilitated , The essential part of 
this operation is excision of the mter-cavemdtift fibrous tissue The 
following methods are available 

(a) Making a transverse cut distal to file meatus, excismgthe 

fibrous tissue and suturing the (nit lofigitudinally in the 
Hemeke-Miculiez fashion This is very often found to 
end again in a ventral curvatu/fe 

(b) Incising the skm on the ventral sifrface diptal to the meatus 

m the midhne exposing the intercavernous band and 
excising it in one stti^i Slitting the Buck’s facia trans- 
versely so as to expose the body of the corpora cavernosa 
on either side and then unit] fig it by stretching thecuts 
longitudm&fly 

(c) Edmund’s operation constituting the 1st and 2nd stages 

(d) Nesbit’s 9 operation (Fig I — I,2{ 8,4) Here as in Edmund’s 

the prepif cial skm is used to cover tne ventral surface of the 
penis denuded of its fibrous tissue but this is done m one 
stage Sometimes the lateral fends of the transverse closure 
appear to involve too exfetssive amounts of skin 
making “dbg ears” Eventfi&lly they have to be trim- 
med off Sometimes the prepitial skm may be found in- 
sufficient to cover the raw shrface 
In all these methods the original meatus moves much further up 
than before Penis is preferably kept hyperextended by passing a 
silkwormgut through the glans and stitching it to the abdominal wall 
No diversion of urine is necessary for this step A catheter is kept in 
the urethra to drain hway the urine without spoiling the suture line 
Construction of the urethral tube I divide all the operations for 
construction of the tube into four groups 
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Group 1 — Here the urethral tube is made from the skin of the 
prepuce previously implanted on the ventral surface of the penis as 
m the methods of Edmunds or Nesbit Tlus tube is made 'either m the 
fashion of Duplay or Thiersch The tube and the raw area On its either 
side is preferably colored by a pedunculated skin graft previously raised 
from the scrotum instead of by the adjoining skin from the penis winch 
leads to too much tension on the suture line Goodho'pe 1 (1945) (Fig III — 
1, 2, 8, 4, 5) and Wehrbeinof Brooklyn 0 (1948) illustrate the use-of the flap 
very well There is much to be said in favour of this method as the 
urethra is lined by a nonhairbearmg skm assured- of its blood supply 
and the cover from the scrotal skm can be stitched in place without any 
tension on the suture line 

Group 2 — In tins group I include BucknalPs operation and his 
modification by Cecil 13 m 1946, and also the method of Lowsley and 
Kir win In Bucknall’s method the urethral tube is formed partly and 
in Lowsley and Kirwin’s wholly from the scotal skm which is a dis- 
advantage Cecil reports cases where stones had to be removed from 
the hairbeanng urethra from a Bucknall’s So he has modified the 
Bucknall’s operation in such a way that the tube is formed from the 
penile skm and then the shaft of the penis is stitched to the scrotum 
(Fig II — 1 to 9 ) 

Group 3 — The pouch operation of Ombredanne 10 though described 
by lnm first in 1928 seems to have caught attention of the urologists m 
general only lately No surgical textbook makes any mention of it 
Lyle of New York (1928) advocates its use and says in its favour that 
the pouch urethra delivers the urine to the meatus without the possi- 
bility of leakage, there are no lateral edges to separate and it does away 
with the possibility of diverting the urine In 1942 and 1944 Farmer 6 
and Muschat 3 have reported favourably on its use and lately Goldstein 11 
of Baltimore in 1946 has submitted a report of three successful opera- 
tions by Ombredanne’s method One of them is a record case of a man 
of 29 who as a boy at the age of 12 was seen for penoscrotal meatus 
first in 1929 and after 86 operations over a period of 16 years the best 
result that could be obtained was that the meatus was brought to a 
point just above the penoscrotal juncture This patient ultimately 
had a good result when operated upon by the Ombredanne’s method 
The technique of the operation is as follows 

1st Stage — (1) Placing the pursestring stitch, (2) Dissection and 
liberation of the flap, (8) Making the Y shaped incision ’ Passing 
the glans through the incision and fixation of the flap 

2nd stage — After a period of about 4 months (1) Refreshening 
the edges and aesthetic touching up and excising the ‘ears’ Here I 
must report one unfavourable view pubhshed by Wehrbem He says 
that after an Ombredanne what is left m the penis is “an unsightly 
terminal bag and not a urethra” 11 

Group 4 — I include the tunnelling operations in this group Van 
Hook, Mayo Esser and Nove-Josserand are the older surgeons who 
advocated this method Control of Haemorrhage in the tunnel was 
not satisfactory The graft whether of the preputial skm or a free 
skm graft mounted on a catheter or of a material like a bit of ureter, 
appendix or a vein had its lining gradually destroyed and replaced by 
granulation tissue Repeated dilatations were necessary to keep the 



60 


The Indian Physician, Match 1949 


lumen patent Among the newer surgeons Le\ i 8 reportedm its favour m 
1940 and very recently there has been an excellent article by Young 14 and 
Benjamin of New York (1946) who are very enthusiastic m reviving 
Nove-Josserand’s operation in a slightly modified fashion They 
straighten the penis and make a tunnel through it andtheglans, and pass 
in the tunnel so created, a rubber catheter covered by a graft of skm 
removed from the medial side of the arm by means of a dermatome 
They insist on getting their cases in early infancy and report on ten cases 
It is to be noted that out of these ten cases the immediate result in 
seven was not satisfactorv because these seven cases developed a fistula 
though the final result m 9 is good after secondary operations for closure 
of the fistulae 

Operations by the methods of Goodhope or Wehrebem utilising 
scotal flaps to cover the newly formed urethral tube m Group 1 or Cecil’s 
operation m Group 2 commend themselves to me as they seem to con- 
firm to sound principles of Surgery These methods involve operation 
m stages while the method of Young and Benjamin who use a flap 
from the medial side of the arm for the tube (Group 4 above) and finish 
the operation m one stage does deserve a trial 

Drainage — The question of bypassing "the urine has been tackled 
by different surgeons in different ways In the first stage of straighten- 
ing the urethra it does not seem to be necessary as an indwelling catheter 
m the urethra works w ell In the next stage extremes of views prevail 
Chamock and Kiskadden of Los Angeles state that they have completely 
discarded the use of catheters or any type of artificial bypassing for 
whatever the precautions used it has been their experience that some 
urine will find its way in the operation field Indwelling catheter 
renders the urine infective and if no attempt is made to bypass the 
urine it remains sterile It is their practice to reconstruct the urethra 
down to the original opening allowing the child to void through the 
orifice until the urethral tube has become completely healed When 
healed, the urethra is calibrated and if found deficient in diameter a 
course of treatment by dilatation is instituted Joining the proximal 
and distal urethra requires a small flap Sinus formation is rather 
common and aggravating The method of closure consists of freeing the 
tissues undercutting the mucosa and passing a pursestnng stitch 
Edmunds also advocates that it is not necessary to employ diversion of 
the urine for his method of operation He goes to the extent of allowing 
the child to pass urine freely r through the newly formed urethra It 
has been my experience in two cases that fistulae do form when the 
Urine is not bypassed 

Among the two methods of diversion viz , the suprapubic and the 
perineal the latter i e , perineal urethrostomy' is the method of choice 
as recent articles by'Cecil 13 (194G),Dodson 18 (1944) and Young 14 and Ben- 
jamin (1948) show that there are definite advantages in its favour Cecil 
describes a quick and easy way' of establishing perineal drainage and 
refers to one comphcation viz , bleeding from the bulbous urethra 
The blood trickles through the distal newly' formed tube and it is not 
often easy' to distinguish whether the sutured tube or the perineal 
wound is bleedmg In perineal hypospadius the hypospadiac opening 
serves for drainage Until the urethra has been constructed to within 
half an inch of the opening Then a suprapubic cystostomy is done 
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and the perineal drainage is closed Wien the urethra opens anterior 
to the perineum a penneal urehlirostomy is the best method for drainage 
When the operation is to be done m stages a permanent urethrostomy 
may be made by extending the incision in the urethra by half an inch 
and suturing the mucous membrane to the skin This is not difficult 
in children where the urethra is near the surface With this procedure 
it is not necessary to keep the catheter in place until the wound has 
healed Consequently there is less danger of infection of the urinary 
tract and a repeated uretlirostiomy is avoided The fistula is easily 
dlosed by separating the mucous membrane from the skin and suturing 
the opening with interrupted sutures The premature passage of urine 
caused by stoppage of the perineal drainage tube is a frequent cause of 
infection and breaking down of sutures This may be prevented by 
placing a silkworm gut suture around the urethra just m front of the 
urethrostomy and tying it just tightly enough to occlude but not cut 
through the urethra 

Davis* (1944) reports one ingenious way of bypassing the urine m a 
case of midscrotal hypospadius He avoided cystostomy by conti- 
nuing the new urethra backwards over the hypospadiac meatus to the 
posterior limits of the serotum thus producing a small perineal fistula 
v hich could be easily closed at a later date A reference to the figure 
m his article makes it easy to comprehend his idea 

Why surgical cure is unusually difficult — Wehrbein (1948) 
in his review answers the question briefly as follows He points some 
handicaps whiclihave to be faced (l)Thepartis a passage of urme and 
also near the anus and therefore it is very difficult to maintain asepsis 
(2) Blood supply is terminal and therefore collateral circulation cannot 
be counted upon (8) We are attempting not only to correct a defor- 
mity but are also making a functioning mechanism, and (4) last but not 
least scarcity of experience To quote his own example he himself 
working in two urological clinics in two different hospitals at Brooklyn 
had 21 cases in 15 years Of these there were ten in the first 10 years 
They ended mostly in failures They were operated either by the tech- 
nique of Duplay or Ombredanne and resulted either in fistulae or a un- 
sightly terminal bag and not a urethra Last 15 cases have been opera- 
ted bv using a flap and have shown a satisfactory result In contrast 
to this Ombredanne is reported bv Lyle 10 to have done 250 cases 
without a failure 

tHaematoma, tension on suture lines, infection and sinus formation 
and contraction of flaps are all mcidentto operation and each one of them 
is capable of being either prevented or eradicated 

Personal Cases — My personal cases are only five in number. 
8 being hospital cases and 2 private patients Case nos 1 and 2 were 
operated upon by Edmunds’ method, No 8 by Bucknall’s and Nos 4 
and 5 have been dealt with by Nesbit’s method and scrotal tubes 
have been raised and they are now due for the final stage operation 
All the 5 cases have had penile hypospadius, more or less at the penos- 
crotal junction 

Case No IRA age 4 at the time of starting the treatment 
Edmunds’ 1st stage was done m September 1942 and 2nd stage m 
March 1948 at the G T Hospital The third stage was done at the 
K _E. M Hospital on.l 5th October 1948, Indwelling catheter m the 
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urethra kept for 8 days and no diversion employed as advised by Ed- 
munds A fistula developed Readmitted pn 81-8-1945 and the 
fistula repaired and tins time not even the indwelling catheter kept 
Patient was discharged but developed tjie fistula again after a few days, 
was again admitted on 0-5-45 and the fistula was repaired and this time 
he left with a normal looking penis, and passmg urine from the tip of 
the penis Recent followup shows that he has got a small fistula 

Case No 2 S B age 4 Edmunds’ first stage done on 14-11-45, 
and 2nd and 3rd stages at four months’ interval After the last stage 
he developed a fistula Fourth operation was undertaken to repair 
the fistula but this time in view of the experience of the first case a sup- 
rapubic cystostomy was done before undertaking the repair of the fistula 
In spite of the diversion of urmethe wound of the repaired fistula broke 
and now he has got a urethral tube of good calibre and full length but 
interrupted by a fistula which I propose to close 

Case No <3 S S age 11 was admitted m the IC E M Hospital on 
15-8-40 A suprapubic was done on 20-8-45 and a Bucknall’s Operation 
1st stage was done on 8-4-1946 The 1st stage at the end of the opera- 
tive procedure promised to be excellent but ultimately the wound 
on the left side for about l/3rd m its length gave way He was asked 
to attend the hospital after 2 months but he has not turned up 

Case No 4 B B age 15 A repair was attempted by another 
surgeon outside after a suprapubic cystostomy The wound broke 
completely After about nine months he was referred to me and was 
admitted in the K E M Hospital I have done a Nesbit’s operation 
and raised a scrotal flap and now I propose to 1 reconstruct the tube 
In this case I have 
to pass two com- 
ments (1) The pre- 
putial flap was found 
insufficient m length 
when the raw area 
on the ventral sur- 
face of the penis was 
covered by the same 
as was evident by 
tension m the trans- 
verse suture line 
Ultimately the flap 
has taken well (2) 

There has been great 
shrinkage of the 
scrotal tube and I 
am afraid I will have 
to raise a much wider 
one before attempt- 
ing the final stage 

After reading this 
paper, at the time 
of going to the press, 
case No 4 has com- 
pleted treatment and 
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has had excellent result The idea of pei forming -Goodhope’s opera- 
tion was given up as the sciotal tub 6 had shrunk to a great extent 
So a permanent perineal urethrostomy was done and a urethral, tube 
was formed and the 'penis with raw area op either side of the tube was 
Stiched to a bared area of the -scrotum (Cecil’s method, Fig 8) 8 

months later the penis was liberated from the scrotum - The patent 
now parses urine from the tip of the penis (Fig 4 ) The suprapubic 
scarring seen m the picture is due to the operation he has had outside 
the K E M Hospital before he came under my care, 

Ca#e No 5 BA came to me for a penoscrotal meatus and marked 
vcntrAl deformity which has been satisfactorily corrected by a Nesbit’s 
in July 1948 He has developed ‘dog ears’ as Nesbit puts it at the ends 
of the transverse suture which can be excised A tube has been raised 
and I will not be surprised if this too shrinks considerably before he is 
due for the final stage 

CONCLUSION ANp /SUMMARY 

, 1, All available literature on the subject, specially from 1941 

onwards, has been reviewed, and an attempt is made to evaluate the 
different methods One feels that it is best to attempt a cure by doing 
an operation like the Nesbit’s and providing a cover for the ventral 
surface of the phallus by raising a scrotal tube turned at the final stage 
into a flap or by doing Cecil’s operation At the same time one is not 
blind to the fact that revival of the old tunnelling operation of Nove- 
Josserand in the hands of certain surgeons is giving promising results 
Perineal urethrostomy seems to be the most practical way of diyerting 
the urine 

2 Despair and disappointment at the final result Seems to be the 
lot of majority of the surgeons' Yet in view of the recent advances 
it can be safely said that there is no reason to adopt such an attitude,. 
In reference to this I may, cite the case of Goldstein 11 once agam.v’hcrC 
he had a success after 86 failures during a period of 12 years Of course 
jt is an extreme example but it definitely points the right way to the 
disappomted surgeon In spite of repeated giving way of wounds, 
infections and sinus formations there will always be a way to correct 
the deformity 
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INCIDENCE OF PEPTIC ULCER AS STUDIED 
BY RADIOLOGICAL METHOD 

by 

. DR J C PA TEL, M D (Bom )MHCF (Lond ) 

,, L H ATfILE, MB, BS,(Bom.),VM RE (Eag) 

„ V S PR A YA G, m D (Bom ) and 
„ M S V ARAVDEKAR, mb.bs 

Dr V S Prayag.gave a preliminary report on the Incidence of 
Peptic Ulcer as judged by roentgen examination of the gastro-intestmal 
tract m 800 cases 

The procedure adopted m the particular study consisted of a de- 
tailed clinical study with particular stress on the full history of the 
patient The patients were then referred to the x-ray department 
without any special preparation except starvation on the morning of 
the examination A complete study of the stomach and duodenum 
and the rest of the tract was done by the department Fluroscopy 
was routinely employed and films were taken only when absolutely 
necessary This had to be done on account of the paucity of films 

Gastric analysis and stool examination were obtained in as many 
cases as possible Attempt was made to follow these patients up 
Detailed reports of the findings were obtained whenever operative 
treatment was given 

Dr Prayag then read out the various tables m which the findings 
were analysed 

Dr Athle m his remarks pointed out that the stomach was washed 
out in cases of Pyloric Obstruction before a roentgen examination was 
attempted Whenever there was ileo-coecal or colonic disease the 
barium meal was supplemented by barium enema examination 

He then discussed the diagnostic value of x-ray study in cases of 
Peptic Ulcer and pointed out the causes of incorrect diagnosis inspite 
of careful examination The need for co-relating the clinical and 
radiological findings was great in this group of cases where a definite 
diagnosis could not be established on x-ray examination alone 

He discussed at length the methods of diagnosis of chronic appen- 
dicitis and pointed out the fallacies encountered with in certain types 
of cases 

Dr J C Patel emphasised the need of radiological assessment of 
the incidence of peptic ulcer This has been done in other countries 
several years ago Post-mortem records alone do not show the correct 
incidence Operative records also are inadequate m conditions which 
are mainly treated non-surgically He compared the available figures 
of incidence of peptic ulcer in the literature in the various countries 
and compared them with the work m hand 

Dr DeSa asked about the diagnosis of T B Intestine by barium 
meal methods in early cases 


A paper read before the 84tb meeting of the Seth G S Medical College and K E M Horpital 
Staff Society on 14 th Aug 194S with Dr N K Sahlsrln the chair 
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Dr Athlc in Ins reply stated that most of the cases came late and 
diagnosis was easy m these He gave the criteria of diagnosis in early 
cases 

Dr N K Sahiar asked about the incidence of Chr Amoebiasis 
m the cases of Chr Appendicitis He drew attention to the signifi- 
cance of tlieir co-existence 

Dr J C Patel agreed with Dr Sahiar that it was important to 
look for Chr Amoebiasis in the cases of Appendicitis but as the stool 
examination was done only m some of the cases in this series, he could 
not give the percentage of positive stools m the cases diagnosed as Chr, 
appendicitis 



EXPERIENCE WITH MALIGNANT LESIONS 


by 

DR V M KAIKINI , B A , F R C S (EdJr, ) 

— j 

In contrast to the diseases like tuberculosis, typhoid, malaria and 
others which are due to poverty, ignorance, insanitation, etc , malignant 
disease prevails as much or perhaps more among people living among 
the comforts of modem civilisation Malignant disease although 
common m old age rpay occur m any period of man’s life It starts 
very insidiously and is painless in the early stages Presence of pain, 
cachexia, and secondary glands indicate that the disease has attained 
an advanced stage Sudden loss of function in an otherwise healthy 
organ must make one suspicious of malignancy Radical removal by 
operation m the early stages is the only treatment which may cure 
the disease 

The following is the list of operations personally done for malig- 
nant disease during the course of the last twenty-three years 


Description of the case 


Operation 


1 Surcoma of the Sphenoid inxading Partial removal 

the pituitary fossa. One case 

2 Meningioma— One case Complete removal 

8 Sarcoma right eye-ball — One case Enucleation 

4 Malignancy of superior Maxilla — Excision of maxilla 
12 cases 


5 Malignancy of Mandible — Two Excision of the man 
cases dible 


Result 

Patient died 

Recovery 
Recovery 
Operative death, 
one — No recur- 

rence in two Re- 
currence in other 
cases 

No operative deaths 
but recurrence in 




- 

both 

0 

Naso pharyngeal tumour — Three 
cases 

Radical excision 

Recos ery m two 
One death Re- 
currence in one 

7 

Carcinoma Cheek — 12 cases 

Excision 

Recurrence in one 
case 

8 

Carcinoma of Tongue, about 25 
cases 8 of these were on the 
posterior third 

Excision 

No operative death 
Recurrence in all 
posterior third 

cases 

0 

Carcinoma of the Larynx — Nine 

Complete larygec- 

Three survived the 


cases 

tomy 

operation 

10 

Carcinoma of the Thyroid — Two 
cases 

Complete thyroidoc 
tomy in one case 

Fatal 

11 

Carcinoma Breast — Forty cases 

Radical mastectomy 
Oesophngectomy in 
one case * 

Majority recurred 

12 

Oesophageal carcinoma — Two 

cases advanced 

Fatal 

13 

Carcinoma Stomach Seven cases 
all advanced 

Gastrectomy 

All fatal 

14 

Carcinoma Colon — Fixe cases 

Colectomy 

One operatis e death 
Recurrence in two 


1 5 Carcinoma Rectum — Sex en cases 


Excision of rectum 
by transsacral 
route in 4 cases 
and by vaginal 
route rn three 


One operntn e death 
Recurrence in two 


\ Paper read before the 86th meeting of the Seth G S Medical College and K E M Hospitil 
Staff Societj on Oth October 1018 with Dr J N Karande in the chair 
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Description of the ease 
10 Carcinoma of Bladder trigone 

17 Carcinoma Prostate 

18 Cancer of Penis About 30 eases 

10 Cancer of Testis — One ease 

20 Sarcoma Shoulder joint 

21 Carcinoma Uterus — Three cases 

22i Carcinoma Qnllblndder One case 


Operation 

Portion of trigone 
removed bv \ool- 
ckcr’s method 
Too eases Operated 
hi, Young srpdical 
method 

Radical or partial 
amputation 
Radical removal 
Ir-lerscapule thora- 
cic amputation 
Purihystcrcctonlj* in 
two cases 

Radium treatment 
Cholecystectomy 


lies lilt 

Complete ,rccovery 
no recurrence 

Hied after 0 months 


Good result 

No recurrence i 
Good result. 

One case fatal, ^other 
reourrCd after one 
year 

Complete recovery 
Fatal J 


The record of 168 cases of malignant disease is given aloDg with the 
treatment and results All the cases except one were treated by opera- 
tion Only one case, carcinoma of utenne cervix an inoperable one 1 
Luckily the patient lhtproved and lias had no recurrence of the trouble 
up to non ' 
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Critical Notes and Abstracts 

AUREOMYCIN 

Finland, Collins and Paine report clinical trials with aureomycm 
m a group of 100 patients with a variety of bacterial infections and 
sensitivity tests of bacteria to aureomycm, carried out with ] 86 strains 
of bacteria isolated from the patients m the Boston City Hospital 
Hemotytic streptococci, pneumoeeocci, gonococci and meningococci 
were almost completely inhibited by aureomj cm in concentrations of 
1 microgram per cubic centimeter Staphylococci and most strains of 
giam-negative bacilli, including typhoid and other Salmonella, were 
inhibited by large doses 

There appeared no significant tendency for development of strains 
resistant to aureomycm either in vitro or m vivo Aureomycm was 
absorbed rapidly and appeared rapidly m urine excretion Four or five 
cases of typhoid in children who had positive blood cultures before 
treatment, showed negative cultures after two to three days of aureo- 
mycm therapy In the 100 patients treated, results were good in 64, 
doubtful in 28, and failed in 15 Toxic effects were minimal and 
infrequent 

The authors concluded that aureomycm has definite antibacterial 
> activity against many bacteria including cocci and bacilli and that it 
may prove useful m infections by organisms that are resistant to peni- 
cillin or streptomycin Treatment by mouth was generally effective 
It has been suggested in other studies that aureomycm may find its 
major field of usefulness in rickettsial infections or with viruses of the 
psittacosis-lymphogranuloma venerum type The present study indi- 
cates that aureomycm deserves a more extended clinical trial with many 
varieties of bacterial infections 

(Finland Maxwell et nl Boston Mass Aureormcln A New Antibiotic Results of Laboratory 
Studies nnd of Clinical Use in 100 Cases of Bacterial Infections Journal of the American Medical 
Association 138 940-049 November 27 1948 ) 

STREPTOMYCIN RESISTANCE TO TUBERCLE BACILLI 

Wolinshy, Regmster and Steenken report the results of streptomycin 
sensitivity tests on tubercle bacilli isolated from a large group of patients 
before, during and after treatment with various drug dosages The 
organisms were recovered from various body fluids, cultured and a 
representative sample of many colonies was used in the sentitivity tests 
Cultures of tubercle bacilli isolated from 47 patients before treatment, 
were uniformly sensitive to one-tenth mem per cubic cm Of this group 
4 5 percent showed resistant cultures after four weeks of therapy , 
12 5 percent showed resistant cultures after six weeks therapyh , 28 
percent after eight weeks of therapy and 87 percent were resistant after 
12 weeks of therapy 

In general, it was believed that streptomycin resistance is a rela- 
tively long-lasting characteristic of tubercle bacilli both in vitro and 
in vivo Houe\er, serial cultures from two patients reverted from 
drug-resistant to drug-sensitn c The authors considered that until a 
more effective method to clunmale drug resistance becomes available, 
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the best plan for limiting development of streptomycin resistant strains 
of tubercle bacilli, lvas to limit the course of treatment to from four to 
six w eehs at which time 75 percent of the cultures may still be expected 
to be sensitive 

(HoHnftk) E et nl Trudeau SanolorJum Trudeau N A Drug Hmhitant Tubercle Bacilli in 
Pvficnts Under Treatment with Streptomycin Anicricnn neview of Tuberculosis LVJII 355 34 J 
September 1D48 ) 

NITROGEN MUSTARD THERAPY IN BLOOD TUMORS 

Block, Spurr, Jacobson and Smith carried out a histologic study of 
lymph nodes, bone marrow and spleen in a group of patients of neoplastic 
disease of hematopoietic tissues Studies were 'made before and after 
nitrogen mustard therapy Studies included patients with Hodgkin’s 
Disease, Lymphosarcoma, Giant Follicular Lymphoblastoma, Chronic 
Myelogenous Leukemia, Lymphatic Leukemia, Multiple Myeloma, i nd 
Metastatic Carcinoma 

The authors concluded that bone marrow exhibits a slight increase 
in degeneration 24 hours following an injection of nitrogen mustard 
This is followed by an atrophic phase and regeneration and a hyperplasia 
within 30 days after the first injection Lymph nodes in Hodgkin’s 
sarcoma showed little histologic change following therapy In lympho- 
sarcoma and lymphatic leukemia a fairly intensive lymphatic destruction 
occurred In multiple myelloma, myelogenous leukemia and metastatic 
carcinoma observation failed to demonstrate any clinical or histologic 
change following nitrogen mustard therepy 

The authors believe that in general, nitrogen mustard exerts its 
principal cytotoxic effect on the smaller lymphocytes, myelocytes, 
erythroblasts, and megakaryocytes Reticular and plasma cells were 
more resistant The authors considered that methods of therapy of 
neoplastic diseases of the hematopoietic tissues, which rely on the 
destruction of the more susceptible cells are doomed to failure because 
of the reserve of immature reticular cells which serve as a source of 
regeneration and carry on the malignant properties of the disease 

(Block Matthew etui University of Chicago Chicago III Histopathologic Effects of Nltronger 
Mustard Therapj Upon Normal and Neoplastic Hematopoietic TUsuts American Journal of ChnicaJ 
Pat ho fop} 18 071 080 September, 1948 ) 

SPHENOPALATINE GANGLION BLOCK 

Dr J Lewis Amstei reports the treatment results of sphenopalatine 
ganglion block for the relief of pain in vascular and muscular spasm 
A variety of cases were treated including a large number of patients 
with lumbosacral and sacroihac pain Other conditions included mig- 
raine, acute torticohs, ureteral colic, herpes zoster and dysmenorrhea 
In the 827 injections given, no significant toxic results occurred Various 
anesthetic agents were used, such as cocaine, nupeicaine, and panto- 
caine 

All the anesthetic substances were found suitable for continuation 
with the exception of cocaine to which two patients reacted poorly 
The use of cocaine has been discontinued Relief of pain and spasm 
was noted in approximately 90 percent of the patients treated In 
many cases a spectacular relief of pam and spasm occurred after one 
injection It was noted that the shorter the duration of the condition, 
the more rapid was the response to treatment Investigation of tins 
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LOCAL INJECTION OP PENICILLIN IN ACUTE CIRCUM- 
SCRIBED INFECTIONS 

According to Kaplan and Rabin acute infections may be divided 
into two clinical types (1) acute infections which do not cause death of 
tissue, such as septicemia and cellulitis and (2) acute infections causing 
suppuration and death of tissue, as seen in boils and carbuncles In the 
absence of suppuration or death of tissue, acute infections are superficial 
and spread over a wide area, relatively unconfined by a wall of inflam- 
matory tissue Tn contrast, where suppuration and death of tissue have 
occurred, a localized area of gangrene is surrounded by a zone of 
granulation tissue which separates the living from the dead tissue and 
which circumscribes the infection and prevents its spread, but which 
also acts as a barrier to a free circulation into the diseased area Because 
of these differences, the response to any form of therapy is not the same 
in these two types of acute infection 

It has been shown that the results of parenteral therapy with 
penicillin may vary considerably in the two types of acute infection 
The results in acute infections in which there is no death of tissue a r e 
quite dramatic, while m acute localized infections, with suppuration, 
the results are at times discouraging 

It seemed to the authors that the most suitable method of rd- 
mmistration of penicillin in acute localized infections should be direct 
injection into the infected area By this means a high concentration 
and a deep even distribution of the drug at the point where it was 
needed could be assured 

The authors inject 8 cc of distilled water into a bottle containing 
100,000 units of penicillin, making a dilubon of app iximately 88,000 
units to the cubic centimeter The size v,f the lesion determines the 
amount of the solution to be injected Too much tension m the infected 
area may break down the barriers that the body has set up to localize 
the infection and must be avoided Small lesions require 0 5 to 1 cc 
at each injection, while larger ones, such as a carbuncle, may require 
4 cc , or even more Approximately 1 cc is given for the average 
localized abscess The required amount is aspirated from the bottle 
containing the solution and the remainder kept m the ice box for 
injection on the following day, as the potency of refrigerated penicillin 
m solution is maintained for approximately 24 hours 

The injection is made with a 24-gauge hypodermic needle into the 
most dependent area of the abscess Without entirely removing the 
needle, the operator makes several injections into different areas of the 
lesion in order to insure an even distribution of the drug Usually 
spontaneous evacuation of the pus occurs during the injection, depend- 
ing upon the stage of the infection If the abscess is superficial and 
pointmg, this occurs practically all the time In cases in which the 
abscesses are fluctuant, they are aspirated with a larger needle imme- 
diately before the injection of the penicillin solution In carbuncles 
the injections are made between the areas of pointing, and the needle 
is usually inserted deeper than m the localized abscesses 

The authors have used the local injection of penicillin m over 
800 cases of acute localized infections Their experience has demonstra- 
ted that it is safe, effective, and economical There were nlo comphca- 
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expansion of public health sen ices for detection of new cases of tuber- 
culosis, furnishing of increased number of beds for isolation purposes 
and training of more adequate numbers of personnel The program 
is truly international m that neither national borders nor political, 
racial or religious discrimination w ill interfere with the extension of the 
program to the war ravaged areas where greatest need exists 

(1 ‘The Whftl How nnd Wh\ of the International Tubereulo»l» Ctunpnlfin ’ Public ndatlonj 
Office International Tuberculosis Cnmpalftn Pu/r>pinrd»gndc 2, Copenhagen V, Denmark ) 

BLEEDING PEPTIC ULCER 

FislieT and Zukerman present 57 consecutive cases of bleeding from 
the upper gastrointestinal tract The series was chosen to include all 
cases of initial or repeated hemorrhage from peptic ulceration which 
came under their supervision The diagnosis in each case was com- 
patible with either gastric or duodenal ulcer as shown by x-ray and/or 
bv the clinical, physical and laboratory findings , there were no deaths 
in the series There w ere 89 patients with duodenal ulcer and 1 9 with 
gastric ulcer, giving p ratio of 2 05 to 1 

The authors conclude that hemorrhage from peptic ulceration 
may take place at any age but it occurred more frequently in the 
fourth and fifth decades of life in the series Bleeding from the upper 
gastro-intestmal tract as a result of benign ulcers occurs more frequently 
m men than in women In this series there were 42 males and 15 
females, a ratio of 2 8 to 1 Body build was not a pertinent factor in 
the occurrence of ulcer nor was it a factor in predisposition to hemorr- 
hage in the eases reviewed The authors strongly advocate that 
patients with bleeding from the upper gastrointestinal tract not be 
x-rajed until at least two weeks have elapsed after the onset of their 
hemorrhage because they believe that undue manipulation of the 
abdomen might precipitate severe hemorrhage at the time and that 
fluoroscopy carried out without manipulation and x-rays taken at the 
time of hemorrhage frequently fail to show any gastrointestinal lesion 

It w r as stated that factors precipitating gastrointestinal hemorrhage 
are (1) upper respiratory infections , (2) alcoholic beverages , (3) 
emotional disturbances , (4) dietary indiscretions and overwork It 
was confirmed in the authors’ series that the period from October 
to March is the time interval during w hich most hemorrhages from benign 
benign ulcer occur 

In outlining the management of upper gastrointestinal hemorrhage 
the authors place strong emphasis upon early feeding nnd large amounts 
of blood when indicated They state that continuous and massive 
blood tranfusions are not only life saving but innocuous The most 
common symptoms at qnset of gastroduodenal hemorrhage, in order of 
frequency of occurrence in the authors’ senes, are pallor, tarry stools 
emesis of dark blood, weakness, severe epigastric pun relieved by alkali, 
nausea and syncope The clinical picture at the onset of gastroduodenal 
hemorrhage varies according to the amount of blood lost 

In their final conclusipns the authors list the following factors 
as those which determine thp mortality in bleeding peptic ulcer (1) it 
lias been noted that there is a much lower mortality in bleeding ulcers ' 
in the female /2) The age factor is one of the most important m 
determining the outcome for the patient, most deaths occurring after 
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the age of 45 (8) There is a definite higher incidence of deaths 

from first hemorrhages (4) Antecedent dyspepsia or ulcer-hke 
Symptoms definitely give a worse prognosis for bleeding ulcer patients 
It has been suggested that in those without previous ulcer symptoms the 
bleeding is due to a superficial ulcer or erosion rather than to a deep 
ulcer (5) Arteriosclerosis is stated to be a definite factor m the 
prognosis since the older patients bleed from ruptured, stiff vessels 
which do not retract and tend to stop bleeding (6) A patient showing 
a blood urea nitrogen of 100 mg percent or more or those patients m 
whom the loss m cell volume exceeds 50 percent the prognosis is defini- 
tely worse (7) Hypertension (8) Erosion mto the pancreas and 
bleeding from granulation tissue in the base of the ulcer have been stated 
to be definite factor m giving a worse prognosis m these cases 

(Fisher, Ralph Lee Riverside Clinic, Detroit Mich and Zukennan, Morris, "Bleeding Peptic 
Ulcer f American Journal of Medicine 5 : 503-517 October 1048 ) 

DIAGNOSIS AND TREATMENT OF ANEMIA OF THE NEW- 
BORN 

Wiener, in discussing the hazards of abruptio placentae and placenta 
previa to the newborn who may be suffering from a dangerous anemia 
due to occult hemorrhage from the placental or umbilical vessels, 
presents two such cases and compares them with a third case of erythro- 
blastosis It is the author’s opmion that cases of unapparent hemorr- 
hage from the fetal surface of the placenta are often treated hke ery- 
throblestotic infants, whereas the amount of blood injected should be 
sufficient to correct the reduction in blood volume m the formei cases 

In the fust case related the mother was Rh positive and delivery 
was by Caesa r ean section, due to central placenta previa and noted 
v eak cord pulsations Because of these facts, it was thought the pallor 
and weakness in the infant might be due to occult hemorrhage from the 
placenta A transufsion of 120 cc of eitrated group A blood was given 
and the mfant improved Oxygen had to be administered even after 
transfusion as the infant exhibited rapid shallow respirations On the 
following day 60 cc of blood vas given and improvement was such 
that oxygen therapy was discontinued 

In the second case labour was normal and the mother was kown 
to be Rh positive Although the diagnosis of erythroblastosis fetalis 
seemed to be excluded by the facts that the mfant was the first born and 
the mother Rh positive, the true nature of the condition was not fully 
appreciated The mfant was given oxygen therapy and vitamin K 
Following 100 cc of blood transfused to the mfant from the mother, 
there was a slight improvement, but a few hours later the infant expired 
The author points out that had this patient been seen after Case 1, 
the true nature of the condition might have been recognized and the 
mfant might have been saved by more energetic transfusion therapy 

In the third case presented the patient was extremely pile and 
feeble at birth Much mucus vas aspirated from her throat and an 
immediate blood count showed a hemoglobm concentration of only 58 
percent After a total of 90 cc of group A, type Rh blood were 
transfused mto the mfant, she died and could not be revived At 
postmortem exammation the characteristic findings of erythroblastosis 
were noted The author states this case to be unusual because antenatal 
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tests repeated at intervals upto two weeks before delivery failed to 
reveal the presence of any Rh antibody yet the infant proved to be 
crythroblastotic 

The author explains these findings by postulating some defect on 
the fetal side of the placenta, appearing during the two-w eek interval 
between the last antenatal Rh antibody titration and the dein, cry of 
the patient The leakage of the fetal blood into the maternal circulation 
would account for the sudden reappearance of Rh antibodies m the 
maternal serum Moreover, a slow ooze of fetal blood from suoh a 
placental defect could also account for the extreme anemia and shocklike 
condition of the infant at birth The author concludes that it is im- 
portant when crythroblastotic babies are bom with extreme anemia 
and shock to consider the possibility that the anemia may be due not 
merely to hemolysis but also to actual blood loss through a placental 
defect. 

(Wiener, Alexander S Brooklyn N \ “ Blngnosl* nnd Treatment of Anemia of the Aevsbom 

Caused b> Occult Placental Hemorrhage American Journal of Oli«tetrlea and Ojnecolopj 56 
717 723 October 1013 ) 

ENTEROGASTRONE IN THE TREATMENT OF PATIENTS 

WITH DUODENAL ULCER 

Sandweiss et al report a study on 48 private ambulatory patients 
all of v>hom had roentgenologically proved duodenal ulcers, and 90 
percent of whom were selected for entcrogastrone therapy because they 
failed to respond to the usual conservative dict-antacid-antispasmodic 
regimen In summary, the authors state that enterograstrofie was 
administered parenterally to 42 patients uith proved chrome duodenal 
ulcers The injections were given six, five or four tunes weekly during 
a period of three months (an average total of 79 injections) The 
immediate clinical results were disappointing, since only 55 percent of 
the patients had sympton-free intervals Tw enty-three patients 
(55 percent) had symptom-free intervals during the three month period 
of parenteral entcrogastrone therapy 

After the course of parenteral therapy was completed, the 28 
patients were given enterogastrone tablets orally Sixteen, or 70 
percent, of these patients presented symptoms of recurrent ulcer within 
one year after the institution of pai enteral therapy Clinical results 
with parenterally administered enterogastrone were compared with 
those previously obtained by one of the authors with diet-alkali regimens 
and with other parenterally administered products (vaccine, histidine, 
emetine, “ enthelone ” and distilled water injections) The compara- 
tive results indicate that (a) treatment with enterogastrone failed to 
produce more satisfactory results than the other therapeutic regimens, 
either in its immediate effect on symptoms or m its remote effect on 
recurrent attacks within one year, and (b) the lowest percentage of 
relapses within one year Occurred among those patients who followed 
the usual conservative dietary regimen • > 

Thirty-three patients had a full three month course of parenteral 
enterogastrone therapy (an average total of 80 injections) "Only 
four of the patients (12 percent) were still symptom-free 14 months after 
completing the three month regimen The remaining patients had 
either not had a symptom-free interval at the end of the three-month 
period or had subsequent recurrences if they became symptom free.-, ■. 



70 


The Indian Physician, March 1949 


1 he authors were of the opinion that the enterogastrone thes 
employed, when administered parenterally during a three-month period 
(even if followed bj oial administration of enterogastrone) does not 
produce “ immunity ” against recurrent ulcer The authors are 
dn- continuing the me of enterogastrone clinically for the present, 
since it is their opinion that (a) enterogastrone as commercially avail- 
ablc at present is not to he considered a routine therapeutic medicament 
for peptic ulccT, and (b) further intensive studies on the physiologic and 
biochemical aspects of enterogastrone concentrates are essential to 
produce a better product 

(Sirulwelm liquid 1 llrlrcrlt Midi Su«nrmnn Murcuii II nnd Cock*oocI Bruce C Lnlero- 
SiXlInn" .38 ) "" n " n,,rnM »edcW 


CLINICAL PROBLEMS IN PENICILLIN SENSITIVITY 

Peck et al describe some of the forms of penicillin reaction which 
they encountered, evaluate the diagnostic and prognostic significance 
of the penicillin cutaneous test and present their experiences with 
penicillin desensitization Of the several penicillin sensitivity tests 
in use, the authors consider the most important one to be the delaved 
reaction to the mtrndermal injection of penicillin When performed 
with 2,000 units (1 2 mg of cry stalhne penicillin G in 0 lee of isotonic 
solution of sodium chloride) and readings made 48 hours later, the test 
offered a reliable index of penicillin sensitization in the experience of 
the authors 

The reaction is characterized by' an area of erythema which is 
usually associated with edema or infiltration The largest diameter 
of the area of reaction may not be reached until three to five days after 
testing and the lesion may persist for a w'cek or longer Local pruritus 
is a common accompaniment of the reaction to the test These workers 
found the patch test of doubtful value as an index to general penicillin 
allergy, since the test yielded negative results except in persons with 
pronounced sensitivity' The immediate mtradcrmal cutaneous test 
was also found lacking All of the reactions in the authors’ series were 
negative, even on 10 patients in whom an eruption of the urticarial type 
hud occ urred as a result of penicillin treatment 

In summarizing their report on cases treated nnd observed in this 
study, the authors state that 400 adults and 98 children were tested 
w ith penicillin and tnchophytin Of 270 adults who had never had 
penicillin, 1 5, or 5 f percent, reacted “ spontaneouslv” to die penicillin 
cutaneous test Of 108 men, 11, or 6 5 percent reacted positively , 
of 108 women four, or 8 7 percent showed a positive reaction Of 
0 r > children, none reacted positively The “spontaneous” reaction 
caused by penicillin sensitivity was three times as frequent among those 
patients w'ho had n positive trichophytin reaction 

Of 180 patients who received penicillin, 82 had cutaneous eruptions 
Of these eruptions, 25 were of the urticarial serum-sickness-hke type , 
seven were of the erythematovesicular, tnchophytid type In 84 2 
percent of all men eruptions developed, whereas they occurred in only 
8 8 percent of women In this group, all 17 positive reactions to _ 
penicillin cutaneous tests occurred an men, or la 4 percent of all 
patients Of the 2 b patients m the group with urticaria 21 were men 
and four women Of these patients, 10 had a positive reaction to the 
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cutaneous penicillin teat, and four had a positive tnchophytin reaction , 
all were men A previous instance of fungous disease is not considered 
to play a role m this form of induced sensitivity The seven patients 
mi til the erv thermntovcsicular type were men each of whom had 
positnc reactions to both the penicillin and the trichyphytm test The 
previous occurrence of fungous disease, which gave rise to penicillin 
scnsitn it) resulting m a “ spontaneous ” positive reaction to penicillin 
is considered the basic mechanism of tins type of sensitivity 

The authors conclude tliat the delayed reaction to the penicillin 
cutaneous test is of practical value m the diagnosis of “ spontaneous”, 
sensitn it) , it sen es as an aid in preventing generalized eruptions 
prior to penicillin thcrap) and as a guide to dosage for desensitization 
Wien the need for penicillin is urgent and a therapeutic desensitization 
is necessary a prm ocativc dose of from 1 ,000 to 5,000 units of penicillin 
might be gn en e\ cry three hours m the same dose for the first 24 hours, 
and the dosage increased each day following 

(Peck, Samuel M New ^ork N ^ Slc*ml Sheppard Click Arthur \\ . and Kurlln Abner* 
‘Clinical Problems In Penicillin Scm!tl\it\ Journnl of the American Medical Association 138 i 
(131 040 October 30 1048 ) 

CHLOROMYCETIN 

A new r strain of Strcptomvccs named Chloromycetin, was isolated 
from a soil sample collected m a mulched field near Caracas, Venezeeal, 
by Burhholde of Yale Unn c sit\ Cultures of this organism were 
found to inhibit adjacent inoculums of a wide variety of gram-positive 
and gram negative micro-oigamsms The crystalline form inhibits 
bacteria when tested m dilutions as high as 0 35 microgram per cubic 
centimeter, a higher effectne dilution than that of the earlier antibiotics 
More detailed studies of the therapeutic effects of Chloromycetin w ere 
undertaken by M D Sinadel 2 and E B Jackson of the Army Medical 
Center Washington, D C 

Seven-day embryonated eggs infected w r ith several rickettsial 
organisms were treated with Chloromycetin Doses as large as 1 mg 
per egg would reduce the mortality by at least 05 per cent Sixteen of 
24 treated eggs survived to the 15th day after infection and eight 
hatched normally Similar therapeutic effects were noted in mice 
infected with scrub typhus Daily mtrapentioneal injections of as 
little as 0 1 mg per mouse reduced the mortality by 62 5 percent, 
while 1 5 mg doses reduced the mortality to zero By doubling the 
dosage Chloromycetin was equally effective if given orally 

Smadel and his associates suggest that chloromycetm might be 
of value m human medicine on account of its apparently low toxicity, 
ready absoiption of chloromycetm from the alimentary tract and its 
beneficial effects when given relatively late in experimental disease 
As a preliminary to a proposed study of its therapeutic value, Smadel 
and his associates administered single or repeated oral doses to a group 
of physician volunteers After a single dose of 2 mg appreciable a 
amounts of the drug were demonstrable within 80 minutes in both blood 
and urine The titers decreased to zero by the end of eight hours 

From this rapid elimination of the drug frequent oral administration 
is indicated m order to maintain the antibiotic at an appreciable level 
in the blood stream With a' 1 gm initial dose followed by v 0 2 gm 
doses every four houis, the antibiotic can be maintained at an - icctive 
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level m the blood Approximately 10 percent of the total amount thus 
given was recovered in active form from the urine Toxic effects 
were not observed by the volunteer physicians during or after such 
administration After this preliminary work on normal volunteers 
a group of five patients with typhus were treated with the same oral 
doses 3 In all cases there was a rapid fall in pulse rate and body 
temperature The delirium and rash disappeared withm three to five 
days and toxic reactions were not noted Comparison was made with an 
equal number of patients with typhus not treated with the new anti- 
biotic 

On the basis of these limited comparisons Smadel and his associates 
concluded that the admmisteration of Chloromycetin to patients -with 
typhus is a safe procedure and that the therapeutic effects are sufficiently 
encouraging to warrant further tests of the drug with rickettsial and 
virus diseases More extensive tests of this drug were made by the 
Malaya Institute of Medical Research, during the recent outbreak of 
scrub typhus at Kuala Lumpur 4 Twenty-five hospitalized patients 
were treated with Chloromycetin, while 12 untreated hospitalized 
patients served as controls 

Treatment was begun on an average 6 2 days after the onset of the 
infection All treated patients became afebrile within an average of 
80 hours after the initial dose The untreated patients remained febrile 
for an average of 18 days Rickettsemia disappeared within 24 hours 
after the initial dose, and the rash within 48 hours All treated patients 
were discharged from the hospital on an averge of 13 days after 
beginning the treatment The untreated controls remained on an 
average for 80 7 days after onset No complications or deaths were 
noted with the 25 treted patients Among the 12 untreated controls, 
m two, complications developed (parotitis, pneumonia), and one died. 

( 1 ** Chloromycetin ** Editorial, Journal the American Medical Association 138 <482-453 

October 0. 1048 

*Scoaael, J E , Army Medical Center Washington, D C , and Jackson, E B Science 106 
413 1047 

tSmndel, J E Eton, A P Lcj H L and Varela, G Proo Soc Exper Biol and Med 6 8 j 
12 1048 

*SmadeI J F Woodward T E Ley L Jr Philips C» B , Traub, R Lewthwaite, 
R., and Savoor, S R. i Science 108 100, 1948 ) 

ACUTE LARYNGOTRACHEOBRONCHITIS 

Although many articles describing the treatment of laryngotra- 
cheobronchitis have appeared m the literature, there is lack of agreement 
regarding the best methods of treatment Because this fact is coupled 
with a high mortality — 70 -percent ten years ago and shghtly lower 
today — F W Davison analyzes his own methods of treatment which 
resulted in no deaths m a senes of 52 consecutive cases, 15 of whom 
required tracheotomy All of the patients in this senes had a dry, 
croupy cough, inspiratory stridor, retraction “of soft tissues around 
the clavicles' during inspiration and dyspenea A clear cry indicated 
that the edges of the vocal cords were normal and free from membrane 
Diphtheria' and supraglottic edematous laryngitis were ruled out by' 
laryngoscope examination - 

Tfie author beheves that dry indoor air m winter is one of the 
major predisposing factors m this condition, because it dehydrates 
mucous membfances, stops ciliary activity arid -thus permits organisms- 
to penetrate the mucosa and set up inflammation Thi patients were 
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placed immediately in a humidified oxygen tent, and the last 24 of the 
senes were gnen penicillin, 15,000 to 25,000 units, by intramuscular 
injection, c\cry two hours, day and night The author states that 
acute Iaryngotrachco-bronclntis usually begins ns a primary subglottic 
laryngitis due to any of the pnthogomc gram-positive cocci which cause 
other tjpes of infection of the respitratory tract Because most of 
these organisms arc sensitive to the action of penicillin, and because a 
lover percentage of pcmcilhn-treatcd patients required tracheotomy 
as compared with sulfadizaine-trcated patients, penicillin was consi- 
dered the superior drug in this senes 

The author concludes that the low mortality rate m tins series is 
attributed to cool, moist air provided by a humidified oxygen tent } 
ndequate doses of penicillin or sulfadiazine, preferably the former , 
avoidance of instmmcntal trauma to the mucosa of the trachea and 
bronchi by introducing the bronchoscope or the aspirating tube no 
farther than one inch bejond the vocal cords , postural drainage which 
avoids the retention of exudate which causes penumonia , early 
tracheotomy , transfusion when indicated, and careful personal atten- 
tion to each patient, including special day and night nurses before and 
after tracheotomy 

(Davison, P W Dnmlllc Penn ‘Acute L^ryntrotrnchcobronchitis : Further Studies on 
Treatment Arch Qtolary^ff : 255 164 April 1048) 

PHEOCHROMOCYTOMA OF THE ADRENAL MEDULLA 

Spatt and Grayzel present a study of several clinical types of 
pheochromocytoma and correlate clinical and pathologic findings where 
this is possible A senes of five cases, stated to be one of the largest 
groups reported from a single institution at any one time, are presented 
and are divided into three different types (1) malignant adrenal 
pheochromocytoma with metastases , (2) benign adrenal pheochromo- 
cy toma w ith hypertension (paroxysmal or sustained) , and (8) benign 
adrenal pheochromocytoma found incidentally at autopsy with no 
clinical signs or symptoms 

Of the cases presented, three are males and two females, ages 
ranging from 80 to 61 years Case 1 v r as diagnosed as malignant 
bilateral adrenal pheochromocytoma with metastases to the brain 
This patient’s blood pressure readings were somewhat elevated during 
her hospital stay, which w r as explained by increased intracranial pressure 
with accompanying hypertension and slow pulse The authors point 
out that hypertension is generally absent m malignant pheochromo- 
cytoma, and that this fact has no been explained They think it 
probable that many of the malignant cells do not have the property of 
secreting the pressor substance as do the cells of the benign tumor 
Cases 2 and 8 -were benign tumors with paroxysmal and sustained 
hypertension, respectively 

The authors state that the benign pheochromocytoma with paroxy- 
smal hypertension is well recognized However, in the group with 
sustained hypertension, great room for improvement in diagnosis 
exists In these latter cases the diagnosis must always be kept in 
mind and definite effort made to rule it m or out The use of the 
Roth-Kvale histamine test or the benzodioxane test of Goldenberg 
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et al may be important m this respect In eases 8, 4 and o a benign 
tumor with no signs or symptoms was found accidentally at autopsy 5 
According to the authors, the benign pheochromocytomas without 
cluneal signs and symptoms nai e little or no diagnostic significance at 
present However, the presence of hypertension in some patients 
with benign tumors and its absence m other with the same lesion is 
unexplained There was some indication that these symptomless 
lesions were not precursors of the symptomatic ones from the compara- 
tive ages of the patients studied here Finally, the authors note that 
the presence of symptoms does not seem to depend on the size of the 
lesion 

(Spatt S D Brooklyn X "V and Grnyxel, D M 4 Fheoehromocvlcmia of the Adrcnnl Medulla 
A CUnlcopathoIoglcal Stud\ of H\c Coses” American JourtuO of Medical Science 216 3D 50 
Juh , 1048 ) 


Reflections and Aphonsms 

“ The greatest tyranny has the smallest beginnings From pre- 
cedents overlooked, from grievances treated with ridicule, from power- 
less men oppressed vith impunity, and overbearing men tolerated with 
complacence, springs the tj ranmeal usage which generation of wise and 
good men may hereafter lament and in vain 

At present, common minds no more see a crushing injury in a trivial 
unfairness or a ludicrous indignity than the eye, uninformed by reason, 
can discern the oak m the acorn Hence the necessity of denouncing 
with um\ earied and even troublesome perseverance a single act of 
opperession ” The Times, London, over 100 years ago 


“ Courage is not the absence of fear, it is the mastery of it ” 


"4 Hs 

“My head to clearer thinking, 

My heart to greater loyalty. 

My hands to larger service, 

My health to better living ” 

“ What is a mmoniyl The chosen heroes of this earth have been 
in a minority There is not a social, political, or religious previlege 
that you enjoy to-day that was not bought for you by the blood and 
tears and patient suffering of the minority It is the minority that 
have stood in the van of every moral conflict, and achieved all that 
is noble in the history of the world ” 


John B Gough 
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Original Contributions 

ATRIAL SEPTAL DEFECT 

WITH A REPORT OF TWO CASES * 

■>> 

V V SHAH, m u , m n c r (Lond jMiurc 

T V Mcilicnl College nnd Vnfr Hospltnl, nOMBAX 

Slit pntcncy of the foramen ovale (to probe or even to pencil) is 
a commonplace finding in a normal atrial septum It is present in 
20-30 per cent of all necropsies and is clinically silent As it should 
close during the first y ear of life, the patent foramen ovale is scarcely' 
to be regarded as a congenital cardiac lesion, but rather as an anatomical 
variation of a pre-e\istent condition In exceptional circumstances, an 
increase m the right atrial pressure can open up the slit foramen and 
determine or accentuate a terminal cy'anosis Pulmonary infarction 
may similarly' enlarge the slit foramen and so facilitate the passage of a 
paradoxical embolus Terminal cynosis and paradoxical embolism are 
the only' tuo exents referable to this common condition and they' are 
rare 

In contrast, an auricular septal defect (A S D ) is a malformation that 
is really' congenital and is embryologieally and pathologically' different 
from the foramen ovale, though both are characterised by an aperture 
m the auricular septum It is the most frequent of all congenital cardiac 
malformations As a single lesion it constitutes 7-25 per cent of all 
such cases It is often associated with other congenital lesions like 
patent ductus arteriosus, ventricular septal defect, pulmonary' stenosis 
and transposition of the arterial trunks , most often along with ventri- 
cular septal defect, with patent ductus arteriosus or with both It 
may' be complicated by complex lesions e g Fallot’s tetralogy' or multiple 
congenital defects or may' accompany almost any congenital lesions 

In atrial septal defect, there is marked increase in size of the right 
auricle, right ventricle and pulmonary' arteries This is due to the extra 
blood, often in large amount, which enters the right auricle from the 
left auricle, through the septal defect This direction of flow has been 
assumed to be due to a higher pressure m the left auricle but Uhley 
(1942) has shown that an important, perhaps the most important, cause 
of this direction of flow is the effect of gravity, the right auricle being 
anatomically' situated below the left, the septum lying more or less 
horizontally Precise diagnosis during life of congenital heart lesions 

• Presented at the Staff Society Meeting of the B Y L Nalr Charitable Hospital and T N 
Mcdicnl College, Bombaj 
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Shah V V — Aluul Septal Defect S3 

under the aortic arcli ns a large denser shadow Left ventiicle is not 
enlarged and the sternal border of the heart is very prominent — enlarge» 
ment of right ventricle 

Elect i ocm diogi aw — (Fig 5) There is right a\is deviation m 
standard bipolar leads Unipolar prnecordinl lends -Vl shows inversion 
of T Wove and V2 and V.l show' ST depression with biphasic T waves 
Late or delavcd intrinsic deflection and tall R waves in leads on right of 





Fig —1, 2, 3, 4 and 6 

praecordium (Vl, V2 and V3) indicate right ventricular hvpertiophy. 
Prolonged intraventricular conduction, prominent SI, notched QRS 
complexes and praecordial leads on the right side (Vl, V2, VS) showung 
rsR' — pattern with inverted or biphasic T waves — all could be explained 
Ijy right ventricular hypertrophy Tins may be a transitional stage 
before developing into right bundle branch block with intraventricular 
conduction 0 12 second or more wide It may be pointed out here that a 
yudejied ventricular complex, sometimes suggesting right bundle branch- 
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block m A S D lias described by Bedford and Brown (1937), Bout>er 
and de Balsac (1988) and its diagnostic importance was stressed by 
Routier et al (1940), this being not a part of the congenital lesion but a 
sequel to the progressive effect of the lesion on th° myocardium, ac- 
companied by enlargement of the right ventricle 

Comments Absence of cyanosis and clubbing, good capacity for 
exertion, absence of pulmonary congestic n, systolic thrill and murmur at 



Fig -5 


pulmonary area , 2nd pulmonarj sound markedly accentuated, presence ' 
of a diastolic murmur (Graham Steell murmur — functional pulmonary 
regurgitation) — raised a strong suspicion of atrial septal defect in ab- 
sence of any other obvious cause to explain these signs of dilatation of 
pulmonarj r arteiy, pulmonarj" hypertension and right ventricular 
hj"pertophv The great enlargement of pulmonarj' arterv v ith its 
grosslj' dilated and pulsating right branch, associated with enlargement 
of right ventricle and absence of enlargement of left auricle and left 
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1 cntnclc decided the diagnosis Electrocardiogram gives positive 
evidence of right ventncnlnr hypertrophy The age of this patient is not 
against tins diagnosis ns Firket reported the case of a woman who died 
at the age of 74 years after having had 11 pregnancies 

Case 2 — Reg No 1041 A boy, fifteen years old, was admitted for 
joint pains and fever There was a history of a similar episode one year 
back There was no clubbing or cyanosis He had fair capacity for 
exertion Apex beat w ns m the left fifth interspace, th’ away frem mid- 
sternal line and was quite forcible Diastolic shock and systolic thrill 
were felt at pulmonnry area, and the latter was felt to a lesser degree more 
extensu cly A loud and harsh systolic murmur was heard all over 
praecordium.but well henrdboth at pulmonary area and at mitral area 
Protodiastolic triple rhythm was heard m low r cr part of praecordmm 
Diastolic murmur was heard at pulmonary area and a little low r er 
down, 2nd pulmonnn sound was markedly accentuated First sound 
at mitral area was not short and sharp and mid-diastolic or presvstohe 
murmur was not heard at mitral area Signs of right sided failure 
with raised venous pressure and with an enlarged and tender liver were 
present on admission but disappeared later on Pulse rhythm w r as 
regular and B P was S/D 90/C0 mm Hg 

Radioscopi/ — (Fig G) The heart is enlarged with a bulge at the 
left ujipcr border Pulmonarv artery, right branch and branches of left 
branch are enlarged and w ere seen pulsating web Right branch is seen 
as a comma shaped shadow Aortic knob is absent In oblique views, 
the right ventricle and pulmonary conus w'erc seen markedly enlarged 
and the left pulmonary artery w r ss seen as obscuring the aortic window 
There w as no or very little enlargement of left auricle on barium swallow 
Lung fields u'cre clear ECG Right axis deviation, (praecordial leads 
not taken) 

Comments — Configuration of heart with history of rheumatic fever 
would suggest mitral valvular disease, but absence of mid-diastolic or 
pre-si, stolic murmur, fair capacity for exertion in spite of the marked 
enlargement of heart, absence of pulmonary congestion and absence or 
very little enlargement of left auricle relative to the size of the heart 
led me to think of some other condition to explain these signs This 
configuration might be explained by marked enlargement of pulmonary 
artery and pulmonary conus History of rheumatic fever in this case is 
significant The frequency of rheumatic heart lesions in cases 
of A S D is in sharp contrast with the rarity of subacute bacterial 
endocarditis though this is very common with other congenital heart 
lesions Rocslcr (1934), believes that 75% of the cases studied by hun 
had rheumatic valvular disease Among the 20 cases recorded by 
Rokitansky 1 1 had mitral stenosis and as also the four cases of Taussing 
ct al (1988) In the series of 10 cases reported by Bedford, Papp and 
Parkinson with necropsy, mitral stenosis was associated in 4 cases It 
will be evident, therefore, that A S D is the only congenital lesion 
that occurs commonly with mitral stenosis (Lutembacher’s syndrome) 
In view of rheumatic fever in the past, this patient may develop later 
on mitral stenosis 

Enlargement of Tieart and forcible apex beat will suggest left 
ventpjcular enlargement but the doubt w r as dispelled by radiological 
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examination in different oblique positions which showed marked right 
•ventricular enlargement Displaced and forcible apex beat is here 
produced by the enlarged right ventricle which pushes the left backwards 
and itself enlarges towards the left to form the apex beat As Roesler 
(1984) maintains, “the displaced and often forcible apex beat so widely 
accepted as an index of left ventricular enlargement must be regarded 
an important sign of A S D m the absence of aortic valvular disease or 
hypertension ” 

The systolic thrill and murmur over the pulmonary area can be 
readily explained by the dilatation of both conus and pulmonary artery 
The tncuspie orifice is so often enlarged that it may account for the loud 
systolic murmur which was well heard at the apex m this patient — the 
apex here being formed by the right ventricle 

Differential Diagnosis — The outstanding feature of A S D is great 
enlargement of pulmonary artery and its branches and, therefore, one 
has to differentiate this condition from those conditions congenital 
or acquired in which this is found viz mitral stenosis, patent ductus 
arteriosus, pulmonary stenosis, ventricular septal defect (Roger’s 
disease), Eisenmenger’s complex, pulmonary heart disease (cor pul- 
monale from emphysema), pulmonary artery disease and primary 
pulmonary hypertension 

In Mitral Stenosis typical mid-diastolic or pre-systohc murmur and 
invariable enlargement of left auricle, displacing the banum-filled 
oesophagus, are always present Absence of pulmonary congestion and 
fair capacity for exertion in a patient with enlarged heart should make 
one revise the diagnosis of mitral valvular disease In an advanced case 
of mitral stenosis with exceptionally large pulmonary artery with 
relative pulmonary incompetence (Graham Steell’s murmur), it may give 
difficulties in diagnosis , but here, too, the enlarged left auricle and the 
diffuse pulmonary congestion, will exclude A S D whether with or 
without mitral stenosis In Ventricular septal defect, gross enlargement of 
pulmonary artery is exceptional and the situation of murmur and thrill 
is typical In Eisenmenger's complex, there are cyanosis, finger clubbing 
and dextroposition of aorta A S D is common, Eisenmenger’s complex 
is rare In Pulmonary Stenosis, 2nd pulmonary sound is diminished m 
intensity or absent and the branches of the pulmonary artery are ndt 
enlarged, though the stem of the pulmonary artery may be moderately 
enlarged In Pulmonary Heart Disease, enlargement of pulmonary 
artery is small and the cause like Emphysema, chronic bronchitis or 
fibrosis of lung is evident Pulmonary Artery Disease is rare The long 
history of pulmonary symptoms, erythraemia, cyanosis and positive 
W R will help in deciding the diagnosis Primary Pulmonary Hypertension 
is very rare One case, with necropsy control, was recorded by Howarth, 
McMichael and Sharpey Schafer (1947) In any doubtful case of gross 
enlargement of the pulmonary artery and its branches, A S D is the 
most probable diagnosis as this is so common while primary pulmonary 
hypertension is very rare In deciding the shunt from left auricle to 
right auricle in A S D , cardiac catheterisation is useful Samples of 
blood from the right auricle and superior vena cava are obtained and 
oxygen unsaturation estimated Blood obtained from right auricle 
contains more oxygen than vena caval blood It wall also show a 
conspicuous increase m right auricular pressure. 
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Shah V V — Atrial Sejplal Defect 

S U M M A n \ 

Two cases of auricular septal defect are reported Essential 
diagnostic features have been emphasised Differential diagnosis has 
been discussed The paucity of cases reported in India is pointed 
out 

M\ thank* nrc due to Dr C IT Nerurknr Honornrj Radiologists \ L Nnlr Hospital for hi* 
help nnd to the Superintendent B \ I Nnlr Hospital for permission to publish these cases 
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Clinical Case Reports 


MALIGNANT HYPERTENSION, HYPERTHYROIDISM 
AND THYROTOXIC MYOPATHY {OR BULBAR PALSY) 
by N D Patel and J M Kapadia 

B L , male aged 45, a Hindu goldsmith, sought medical advise on 
October 8, 1948, for (1) severe breathlessness which started about two 
months ago and was getting progressively worse, being present even 
at rest now, (2) dimness of vision for about four weeks, (3) palpitations 
off and on for about two months, (4) pain in the upper abdomen, and (5) 
swelling of the legs for about a month The past history was essentially 
negative except for bloody stools from time to time during the last 
one year There was no history of renal disease, venereal disease, or 
anj' period of sudden emotional disturbance The family history and 
the personal history also did not show any significant facts 


Physical examination on admission show'ed the patient to be 
drow'sy, though co-operative, m the fourth stage of congestive cardiac 
failure, with marked breathlessness at rest, engorged neck and arm 
veins, oedema of the legs, marked epigastric pulsation, enlarged and 
tender liver, and congested bases of the lungs The cardiac impulse 
was heaving, and the apex beat in the left fifth intercostal space, 12 cm 
from the mid sternal line The first heart sound at the apex and the 
second heart sound at the aortic cartilage were accentuated There 
were no murmurs The heart rate was 140 per mm and regular in 
rhjthm The pulse gave a suggestion of collapsing type, and the 
blood pressure was 240 mm Hg systolic and ICO mm Hg diastolic The 
spleen and the lymphatic glands were not palpable and there was no 
evidence of infection m the body The face showed a myopathic 
appearance on the right side, with paralysis of the eye and the face 
muscles on the right side There w r as no exophthalmos and no ocular 

signs of Graves’ disease Pupils 




were equal, and reacted to light 
and accommodation In the 
neck, there was a soft swelling 
m the centre, 10 cm x 5 cm m 
size, suggesting an uniformly 
enlarged thyroid gland There 
was no thrill or murmur over it 
There was frequency of stools, 
which contained frank blood 
The reflexes were essentially 
normal The ophthalmoscopic 
examination of the fundus 
showed a severe angioplastic 
retinitis of the grade IV of 




Keith and Wagener, with con- 
stricted arterioles, irregularities 
of the lumen (sclerosis), mark- 
ed artenoi enous compression, 
oedematous disc and cotton 
wool patches, haemorrhages 
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and absorbing oedema exudate in the macular area producing a macular 
star 

Laboratory Findings Vune examination showed the presence 
of albumen, pus cells, and granular hyaline casts but no red blood 
cells Stools contained blood, but the microscopic examination did not 
show any evidence of dysentery cither bacillary or amoebic Blood 
Red blood cell count on admission was 4 2 mil per c mm and haemo- 
globin percentage was 80 The white blood cell count w r as 9750 cells 
per c mm v ith 04 per cent polymorphs, 1 per cent eosinophils, 82 per 
cent small 1} mphocj tes, and 8 per cent monocy tes Blood Chemistry 
Urea nitrogen was 90 mg per 100 ml of blood on October 18, which rose 
to 150 mg per 100 ml ofblood on October 19 Ccrcbro spinal flmdvr&s 
not under tension, and w r as normal except for urea which was 160 mg 
per 100 cc of the fluid Basal Metabolism Rate The patient was too 
low for estimation 

Progress Notes As cardiac failure was severe with marked 
d\ spnoea w Inch did not ) leld to intrai enous aminophylhn, a venesection 
w r as performed and 300 ml of blood was removed which eased the 
patient a little Because of tachycardia, goitre, and myopathic facies 
it was decided to put him on mcthyl-thiouracil, and a dose of lOOmgm 
three times a daj was started on October II The blood pressure and 
the pulse rate began to fall and on October 15, they were recorded to be 
B P 100 mm Hg sjstohc and 100mm Hg diastolic and the pulse rate 
of 90 per nun and on October 1 9, they w r ere B P 125/85 and the pulse 
rate 90 per minute The blood uren had risen to 150 mg per 100 
ml of blood but the patient’s general condition had remained the 
same, drowsj, diarrhoeic and uraemic Ho remained in the same 
condition till he expired on October 21 Unfortunately a post-mortem 
examination was not allowed 

Comments Malignant Hypertension is the term used by Keith, 
Wagener and Kernohan to describe a clinical condition occurring m 
} oung persons, under the age of forty, with a very high blood pressure 
about 240/100, and with a characteristic retinal picture where papilloe- 
dema is an essential feature The clinical course is rapidly fatal, (two 
years or less, usually' a few months only), ending m uremia The post 
mortem examination always shows necrotizing artenohtis in the kidn- 
eys, with consequent widespread obliteration of glomeruli, accounting 
for the rapid onset of renal failure Clinically the condition is to be 
differentiated from glomerulonephritis, and the swelling of the disks 
produced by intracranial tumours 

Malignant hypertension is nothing but a severe form of essential 
hypertension, which may arise quite suddenly, in younger subject, or 
engraft itself at any time on the benign foim The arteriolar changes 
are widespread throughout the body, affecting all the vital organs, and 
best seen in the fundus The typical necrotizing arterohtis in the 
kidneys is the result of severe arteriolar vasospasm 

Acute thyrotoxic bulbar palsy is a very rare condition, occurring in 
thyrotoxicosis It is a rapidly spreading condition and alw r ays fatal 
within one or two weeks of onset Paralysis may be relieved by 
prompt injection of prostigmine, wluch suggests its resemblance to 
myasthenia gravis 


V 
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Critical Notes and Abstracts 

DIAGNOSIS AND TREATMENT OF MYASTHENIA GRAVIS* 

by Henry R Viets, Boston, {Post-graduate Medicine, July 4 55-61) 

Myasthenia gravis is a somewhat rare disease not quite so rare as 
it was thought ten years ago, but still a disease of which there are pro- 
bably not more than 1,500 cases in U S A The death rate is now re- 
duced from roughly 50 to 75 per cent down to less than 10 per cent 
It is doubtful whether there are any more cases in the United States 
today than there were 10 or 15 years ago, but a lot more have been 
discovered than formerly That is the very point of this paper, it is 
intended to show how such cases can be discovered and adequately 
treated 

The presenting symptoms of the disease vary a good deal There 
is always a fatigue of voluntary muscles, but early in the course of this 
disease certain muscles are more easily fatigued than others The 
muscles that have to do with movements of the eyes and eyelids are 
most frequently affected In a little oi er 45 per cent of the cases the 
first symptoms often are ptosis and diplopia If you have this disease 
in mind — winch unfortunately many physicians do not — you will consider v 
seriously the possibility of myasthenia gravis w hen you hai e a patient 
with a sudden ptosis and double vision without obvious cause, the 
symptoms fluctuating during the day or during the week or month, 
and usually being better in the morning after a night’s rest and worse 
in the afternoon 

The second group is even more important because they have no 
distinctive and outstanding muscle signs The patients come in on 
account of general weakness, fatigue m walking upstairs, difficulty in 
raising their arms and doing ordinary household tasks Tins is the 
large group, about 80 per cent of the total, that have general muscular 
W’eakness and is confused most often with cases of neurasthenia 

Another group, comprising about a 5th of the cases, have dyspha- 
gia, and dysarthria Here again there is a fluctuation m symptom- 
the patient may have no trouble in swallowing breakfast but will have 
difficulty with luncheon and increasing trouble with supper Speech 
is affected the same way after a few minutes the voice becomes nasal, 
and always on rest there is a tendency to restoration of function to nor- 
mal That is the key of the whole disease 

There is still another group m which neck weakness is an important 
feature and is sometimes the only symptom A patient will notice 
suddenly one morning on washing his face in the bowl that he will start 
to lift up his head and he will be unable to do so If he rests a few 
inmutes he can lift his head normally 

Thus the ophthalmologist may see the ptosis and diplopia cases, 
the laryngologist may see the dysphagias and dysarthrias , the general 
weakness group usually falls to the general practitioner, as does the 
group affected only with neck weakness, but any of them may be seen 
by anyone at any time 

Let us look at the age group, which is another important point 
They s pread all the wa y from the very earliest yea r s of life to well into 

* (M> asthenia Gravis is not \ery rare in Indio The Editor has seen three cases in Bombay 
during the last one j car — Ed I P ) 
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the 80’s, nnd interestingly enough there is n large group of parents 
between 00 nnd 70 which we had never discovered before One should 
look at the older age group as a very important and formerly undiag- 
nosed group of patients with this disease 

Neostigmine (Prostigminc-Itoche) is a diagnostic as w r ell as a 
therapeutic agent for the disease It is the only drug that has nnv 
marked effect upon myasthenia gravis There are others that have 
Some effect but this is the drug that has the most marked effect and the 
one that is used as a diagnostic test As a diagnostic test, the dosage 
is 1 5 mg of neostigmine mcthylsulfate given subcutaneously The 
mcth\ lsulfatc is the soluble form put in nn ampule, and to that is added 
some atropine to overcome the intestinal stimulation which often goes 
along with the initial use of the drug There is a diagnostic ampule 
now a\ailable containing the proper dose for an adult and the proper 
amount of atropine in one ampule 

Neostigmine is found to be an almost specific remedy in the diag- 
nosis nnd treatment of this disease It overcomes in large part the one 
principal symptom, namely, muscular weakness, and because of that 
w e use it as a diagnostic agent If a patient has ptosis, diplopia, facial 
weakness, difficulty m chewung, difficulty m talking, or difficulty m 
swallowing, and the drug is injected subcutaneously m the appropriate 
amount as given in the diagnostic ampule, the patient will, m about 20 
to 30 minutes, recover entirely, or in very large part, all use of the 
affected muscle It is perhaps one of the most dramatic changes that 
we see in all medicine No other disease responds m this remarkable 
way Other diseases may give a slight response, but certainly under 
10 per cent , w hcreas the response m myasthenia gravis runs upto 
85, 90, or even 100 per cent as in this picture Therefore, the diagnosis 
is clinched if this response is present 

Neostigmine is used m tw'o ways In the diagnostic test it is 
alw ays used subcutaneously In the treatment of patients it may be 
used either subcutaneously or orally All our patients take the medicine 
orally in the form of prostigmine bromide, the only tablet made for oral 
medication There are 10 mg of neost’gmme bromide in each tablet 
The average intake m my clinic is 15 to 12 a day If thpt amount is 
given and if the lateralization of the dose is correct throughout the day, 
a patient ought to be practically free from symptoms at all time' One 
does not reach that height always, but that is the aim to balance the 
neostigmine against the symptoms of the disease and to make the 
patient as well as possible 

Neostigmine treatment turns out to be a form of substitution 
therapy Something has dropped out of the body, there is a chemical 
dysfunction at the junction of the nerve nad the muscle, neostigmine 
is added to this myoneural junction or synapse and the chemical re- 
action is restored to normal, or partially so One must think of this as a 
form of substitution therapy exactly as one thinks of insulin in diabetes 
or liver therapy in pernicious anemia 

That point is a very important one, because the minute you grasp 
it your whole attitude toward this disease becomes a life problem 
Success can be reached only if the patient is continually under the 
doctor’s care or observation, presumably for the rest of his life 
be sure, he may have long periods of remission m which he I 
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Apart from elimination of the cause of the disease, which is not 
possible at this tune except in rare instances, it would appear that the 
mam object of treatment should be to retard or prevent development 
of vascular disease which is the ultimate cause of disability and death 
No significant progress has been made in this direction 

It is our present considered opinion that any treatment directed 
solely toward temporary reduction of blood pressure is futile Final 
treatment will come only when the causative mechanism of human 
hypertension is discovered and specific measures are devised for its 
elimination 

Except for the rare instance of pheochromocytoma of the adrenal 
and the very rare instance of unilateral renal disease, hypertension is 
not curable Present methods of treatment are merely designed to 
alter the clinical aspect of hypertensive disease either by eliminating 
subjective symptoms or by lowering blood pressure When both can 
be accomplished, patient and doctor are lulled into a sense of secunta 
but whether or not any of the measures of treatment now at hand 
actually retard the progress of hypertensive disease is extremely 
doubtful In spite of this pessimistic attitude toward present-day 
treatment for hypertension and with full knowledge of what it means 
to the worried patient and the equally worried doctor, it would 
appear to be a healthier attitude and more likely to lead to ultimate 
solution than an attitude of ready acceptance which has the potentia- 
lity of engendering a false sense of security 

DEFICIENCIES IN PREGNANCY By Winslow T Tompkins, m d , 
(Bulletin of the New York Academy of Medicine, June 24 876-888) 

In 1985 the author undertook to evaluate by clinical observations, 
the effect of improved nutrition on maternal and infant well-being 
The initial efforts were directed toward establishing a minimum optimum 
diet for pregnancy, one which would, of course provide an adequate 
caloric value, estimated on the basis of the patient’s weight at the 
beginning of pregnancy and her energy requirements But of greater 
importance, one which would supply necessary amounts of animal 
and non-ammal protein, carbohydrates and fats, and at least minimal 
protective amounts of the known vitamins and minerals Since the 
average weight at the beginning of pregnancy, among the patients 
registered m the Prenatal Clinic was found to be 129 pounds, their 
Standardized diet was arbitrarily established on this weight basis It 
contained approximately 2,200 calories, consisting of 110 Gm of pro- 
tein (of which approximately 80 Gm being animal protein), 85 Gm 
of fat and approximately 800 Gm of carbohydrates 

The success which the author have had with imprdved nutrition m his 
research group of patients has been dependent upon several factors, 
among which are The patients attending the Research Clinic have been 
given intensive and persistent dietary instructions, both written and 
oral It should be emphasized that this is primarily the physician’s 
responsibility, and that only by individual dietary Analysis, investiga- 
tion of the patient’s dietary habits and the specific correction of the 
dietary errors noted, can adequate results be obtained The simple 
expedient of giving the patient a printed dietary outlihe, or telling her to 
eat n “w ell-balanced” diet, is ridiculous on the face of it 
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Six small meals a day, at approximately three-hour intervals, 
ha\ c been found to be essential, and the author has found a marked 
improvement will result m all patients if this regime of interval feeding 
is adhered to Such a regime has been found to decrease markedly 
the sc\ crity of nausea and vomiting during early pregnane}', and to aid 
in the elimination of fatigue and other symptoms associated with energy 
depletion The gastro-mtestinal tract becomes hypotonic surprisingly 
early in pregnane} , and unless adequate measures are instituted imme- 
diately, this dysfunction w ill continue or become exaggerated and will 
result in a failure of intestinal absorption with resulting maternal and 
fetal shortages 

Fruit and Fruit Juices — Total fluid intake is limited to eight glasses 
a da} Except where excessive salt intake is demonstrated, the res- 
triction of salt has been found unnecessary The author’s instructions 
to patients to refrain from eating pastry, ice-cream, candy and nuts, 
hai e been questioned as being a ridiculous request to make of any 
woman during pregnane} In working with large groups of patients 
certain standards must be established, and it has been found that the 
abo\ e adi ice is essential, and except m isolated cases, has not produced 
any hardship or lack of co-operation on the part of his patients once the 
reason for this restriction is understood The cnlonc requirements 
during pregnancy can not be arbitrarily stated for all patients As 
stated abo\e, we have established our specific dietary instructions on 
the basis of a beginning pregnancy w eight of 129 pounds which we have 
found to be average Obviously, patients weighing 90 pounds or 175 
pounds at the beginning of pregnancy will require an entirely different 
caloric intake to maintain optimum gam in w'eight during their preg- 
nancy To answ r er the necessary energy requirements, diets containing 
1000 calorics or less which have appeared in the literature from time to 
time, cannot possibly supply optimum or essential nutrients, and diets 
containing 8,000 or more calories are in excess of the caloric require- 
ments for the average patients 

The simple expedient of handing the patient a printed dietary 
oulme is of no value in a long range nutntionl programme Few, 
if any, patients understand the real reason for nutritional reinforce- 
ments during pregnancy, and they are entitled to complete and detailed 
individualized dietary instructions from their doctor 

Vitamin Deficiencies — Although nutritional deficiency of an 
advanced degree is comparatively uncommon m the Philadelphia area, 
sub-clinical states are by no means^ infrequent The incidence of 
glossitis is 98 per cent of our patients and polyneuritis in at least 54 
per cent clearly indicates the frequency of deficiency states of mmor 
degree The author observed an incidence of sub-clinical scurcy m 
approximately 82 per cent of his patients The gingivitis so com- 
monly seen in pregnancy is usually attributed to an infection It is 
true that infection is frequently present, but generally the underlying 
cause of the disturbance is a lack of Vitamin C 

The author’s observations show a much greater incidence of 
Vitamin A deficiency than has heretofore been suggested Straum- 
fjord states that vernix caseosa is a manifestation of deficiency of 
Vitamin A This, together with other reported evidences, points to the 



90 


The Indian Physician, April 1949 


fact that a high percentage of patients are lacking m adequate 
amounts of this factor 

The necessity for adequate amounts of 4 the Vitamin B-complc\ 
for satisfactory metabolism of protein and carbohydrates is well esta- 
blished, and the majority of the clinical observations of deficiency are 
characterized by evidence of a lack of these important vitamins 

Pregnancy demonstrates more readily than almost any other con- 
dition the fact that adequate intake of food m no way guarantees opti- 
mum absorption, utilization or storage, yet it must be emphasized that 
it is essential to obtain the necessary nutritional elements from natural 
food sources, rather than from supplemental therapy alone 

The importance of vitamin supplementation became more and 
more apparent as his clinical experience progressed, and further, such 
experience indicated that this supplementation should consist of a rela- 
tively high potency polyvitamin concentrate Many workers have 
stated that the requirements for such factors as thiamin chloride, ribo- 
flavin, macm and ascorbic acid are relatively low The author's ob- 
servations clearly indicate that during pregnancy, the requirements 
for the known vitamins are comparatively high This is especially 
true of the vitamin B-complex factors 

Throughout this study it has been observed that in many cases, a 
typical syndrome developed durmg the middle or latter part of the 
second trimester This syndrome is characterized by fatigue, lassitude, 
mild depression and general physiologic hypotonia Frequently, 
this has appeared in patients known to be co-operating with the author’s 
nutrition advice With the advent of parenteral B-comple\, patients 
of this type have made a prompt and satisfactory response to therapy, 
iv here previously they responded poorly if at all This strongly 
suggests that even these apparently well stabilized individuals may fail 
adequately to absorb or utilize a well planned and optimum diet It 
further demonstrates that in many cases there is an absolute necessity 
for parenteral polyvitamin supplementation, in order to by-pass the 
oral route, to re-establish normal intestinal absorption and eificiency 
The indication is that the primary breakdown responsible for the deve- 
lopment of disturbances occurring in the pregnancy, is usually initiated 
by an absorptive failure m the gastro-mtestmal tract, rather than a 
utilization failure It should be emphasized that in pregnancy, parente- 
ral vitamin therapy is essential in acute deficiency states, and may be 
necessary even m the mild chronic types m order to obtain a satisfactory 
nutritional balance throughout the remainder of pregnancy 

The author did not use supplemental calcium therapy m the re- 
search group of patients, and does not believe that calcium m its present 
available supplemental form is of any value m the prevention of dental 
canes, or as a substitute for calcium from natural food sources 

Anaemias of pregnancy — The author believes that supplemental 
iron therapy alone is of little value, and that iron deficiency anemias 
occurring in pregnancy are rare Most of the anemias being typically 
nutritional anemias, do not respond to iron alone unless accompanied 
by an adequate diet and supplemented with vitamin and whole liver 
therapy Recent observations suggest a more prompt and marked 
response when iron was omitted and whole desiccated liver substituted, 
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It is well established that hypoprotemenua is a major factor m the 
production of hydremia Since secondary, or simple, anemias of preg- 
n uic\ are usually stated to be the result of a physiologic hydremia, it 
is Ins opinion that the high ’licidencc of the secondary anemias of 
pregnanes is the result of hj poprotcinemia, and the associated general 
under-nutrition He docs not believe that the so-called jihysiologic 
h> dremia of pregnane} is normal, but is in fact evidence of hypoproteine- 
1111 a, and w ill increase as the intake of protein decreases, or requirements 
for protein increase Therefore, Ins efforts are directed early in preg- 
nancy toward a primary improvement in the patient’s basic dietary, 
rather than the useless administration of iron, or hematopoietic stimu- 
lants without consideration of essential nutritional requirements 

Toxemias of pregnancy — It is of considerable interest that m most 
patients w ith pre-eclampsia, the condnon is readily reversible by means 
of nutritional therapy alone This is particularly true if the onset of 
pre-eclampsia is recognized early and adequate nutritional therapy is 
immediately instituted The author behe\es that the rate of gain in 
weight is the most important early clinical observation relative to the 
onset of pre-eclampsia Patients adhering properly to his nutritional 
instructions, and maintaining a positive nutritional balance, have been 
found to maintain a weight curve characterized by either a plus or 
minus three pounds the first trimester Whether this is a plus or minus, 
ascending or descending curve, will be determined by the amount of 
se\ erity of nausea and vomiting which occurs The w'eight curve 
should rise one-half pound per week the second trimester, and one 
pound per week the third trimester, up to about the 87th or 88th week, 
at w Inch time the weight usually remains constant, or slightly decreases 

During the second trimester, it is of critical significance if a patient 
gains two or three times as much as she should For example, during 
the second trimester, the patient should gam two pounds per month, 
whereas many patients and doctors would attach little significance to 
a gam of four pounds during this period However, this four pounds 
represents twucc as much as the patient should have gained, and if this 
rate of gam is continued into the third trimester, no one would disagree 
that the patient’s woight gam w r as in definite excess of optimum In- 
tensive efforts at nutritional stabilization should be instituted at any 
time during pregnancy that the gam in weight is excessive Pre- 
eclampsia winch has been allowed to continue even m a mild form, for a 
considerable period, will be found difficult to improve, and may even 
be irreversible This strongly suggests a physiologic breakdowm in the 
patient’s metabolic process beyond a point commensurate with the 
comparative slowness of nutritional therapy instituted late in preg- 
nancy This further indicates the absolute necessity for early nutri- 
tional stabilization as a preventive measure, rather than waitmg until 
after a catastrophe has occurred and then relying on emergency mea- 
sures 

PROTEIN-ITS IMPORTANCE IN NUTRITION OF PREG- 
NANCY by Clarence H Boso, m d , {West Virginia Medical 
Journal, August, 44 218-217) 

A pregnant woman differs from other women in her prr 
To the basic need of the non-pregnant worm re added 
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of an increased metabolism, the storage of nitrogen, growth of the 
woman’s body, increased needs for fetal growth and repair, growth of 
mammary tissue and the hormonal preparation for lactation If 1 Gni 
of protein per kg of body weight per day is accepted as the ordinary 
adult need, then — particularly during the latter half of pregnancy the 
amount should be increased to 1^ Gm The food and Nutrition Board 
of the National Research Council suggests a daily intake of 85 Gni 
for the normal pregnant woman and 100 Gm for the lactating woman 

Protein is obtained by an individual from food Unfortunately 
only a few foods, are sources of good protein The nutritional quality 
of any food is dependent on its content of ammo acids, particularly 
those winch are essential Generally speaking, proteins of animal 
origin are of higher nutritional value than the commonly used vegetable 
proteins, since the former contain all the essential ammo acids Vege- 
table proteins contain many of the essential ammo acids, however, and 
in properly selected diets may supplement one another, resulting in 
adequate protein ingestion It is thought that about 66 per cent of the 
pregnant woman’s protein intake should be of animal origin The 
remainder is supplied by vegetables, nuk and legumes, and from bread 
and cereals 

One of the mam things that has been noted by many observers is 
the relative infrequency of the development of the specific toxemias of 
pregnancy m patients who receive optimum amounts of protein in 
their diets It is not generally though, however, that hypoproteinemia 
is the cause of toxemia, or that the amount of edema m toxemia can 
in any way be co-related with plasma protein levels The facts now' 
prove that it is illogical to restrict protein intake in the treatment of 
the toxemia of pregnancy 

Anemias are frequent during pregnancy Probably many of these 
anemias are caused by' nutritional deficiencies It is reasonable m the 
treatment of such an anemia to administer iron and also to increase the 
intake of animal protein 

In the presence of high protein intake, 15 per cent of ingested cal- 
cium is absorbed, as compared with only 5 per cent in cases of low pro- 
tein intake This probably means that amino acids facilitate calcium 
absorption This relationship should be a significant one in pregnancy' 

To insure that the patient will have an adequate supply of breast 
milk, preparations must be made during pregnancy An adequate 
intake of varied proteins is essential to provide for the growth of the 
breast, and to permit it to withdraw sufficient amino acids for synthesis 
of the particular protein which is characteristic of the mammary sccre 
tory elements The specific protein the hormonal action of which is 
necessary' for continued production of milk, is also synthesized from 
ammo acids 

Patients who take diets adequate in protein exhibit an increased 
sense of well-being, less tendency toward constipation, less weight 
gain wuth less tendency to retain this weight, after delivery, and an 
increased resistance to mtercurrent infection They are also found to 
have shorter and more normal labors 

Infants born to mothers receiving less than 75 Gm of protein daily' 
in the latter part of pregnancy tend to be shorter and lighter, and to 
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receive n lower pediatric rating A strong relationship is found, on 
X-ray examination, between protein intake and osseous development 
of the baby 

There can be no doubt that an increased intake of protein is essen- 
tial fdr the well-being of the expectant mother and of her unborn baby 
Just ns she is instructed in the hygiene of pregnancy, so should she be 
individual]} instructed m the quantity and quality of food she should 
eat The result will be a healthier cluld, and a mother more capable 
of caring properly for him 

EVALUATION AND MANAGEMENT OF THE CARDIAC 
PATIENT FOR ANESTHESIA AND SURGERY by F F 
Rosenbaum, m d (Wisconsin Medical Journal, October, 47 989-998) 

Surgical procedures in patients with heart disease call for close 
co-operation of the physician, anesthesiologist and surgeon, in order that 
the potential hazards may be evaluated and anticipated The risk of 
anesthesia and surgical treatment in patients with heart disease can be 
reduced by appropriate management to a level only slightly greater than 
that m patients w ith normal hearts 

There have been several clinical and experimental observations 
reported recently which bear importantly upon the greater risk and 
mortality of surgical treatment in patients with coronary artenal disease 
Blumgart has found that shock no matter how produced, may lead to 
multiple, as veil single, fresh coronary arterial occlusions in elderly 
patients with coronary arteriosclerosis In Masters’ cases of post- 
operative myocardial infarction, the incidence of shock was high. 
Furthermore, the coronary artenal flow m dogs is decreased by 80 to 
GO per cent dunng periods of hypotension due to hemorrhage Patients 
who have been operated upon may be able to distinguish cardiac pain 
from the various discomforts attendant upon the surgical procedure 
Consequently, myocardial infarction occurring during the immediate 
postoperative period may be overlooked 

The implication of these various observations is clear In order 
to reduce the nsk of surgical treatment in patients with coronary arterial 
disease, the following recommendations seem wise (a) The operation 
should be delayed until the cardiac disorder has become stabilized 
It is now recognized that patients whose cardiac pain is changing — that 
is, becoming more severe, more frequent, or occurring on lesser stress — 
may be having premonitory manifestations of myocardial infarction or 
may already actually have had an infarct Surgical procedures should 
be postponed until the pain has become stable m its character Electro- 
cardiographic observations may be especially helpful in patients of this 
type If there has been a recent myocardial infarction, the operation 
must wait until cardiac lesion heals completely This usually require 
8 to 4 montlis Of course, it is true that dela} may be impossible m 
dealing vnh acute surgical emergencies ( b ) Shock aDd especially 
prolonged hypotension should be avoided (c) If shock or dehydration 
should occui, the complication must be treated promptly and adequately 
Transfusion appears to be the most certain means of preventing cardiac 
damage in shock Parenteral fluids and blood must be given cautiously, 
however, to avoid overloading the circulation by sudden 1 ncreasing 

the total’ circulating blood volume Thesvhipatl ist 
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be used carefully, if at all, lest angina pectoris or prolonged coronan 
artenal spasm be produced 

Patients who have cardiac disorders associated with congestive 
heart failure or potential cardiac decompensation present problems of a 
somewhat different character The usual program for management of 
congestive heart failure must be employed to get these patients into 
the best possible condition prior to operation Mild ambulation pnor 
to opera tion is a better preparation for these patients than strict confine- 
ment to bed, but too much exertion may cause a recurrence of heart 
failure Digitalis should be given preopera tivety only if the usual 
indications of congestive failure or auricular fibrillation exist It should 
not be given to “tone up the heart” or_merely because heart disease is 
known to be present If the need for digitalis arises postoperatively, 
cardiac glycosides such as digoxm or strophanthin can be given paren- 
terally for rapid effect - ( 

There are a few precautions which seem indicated in the post- 
operative management of patients \i>th actual or potential card'ac 
decompensation If parenteral fluids or blood are given, they must be 
administered slowly and in cautious amounts to prevent sudden increases 
m the circulating blood volume and reeipitation of acute pulmonary 
edema which may be fatal The rate of admmstration probably should 
not exceed BOO cc per hour Fluids containing sodium must be avoided 
if the patient has had congestive failure, and they are probably unwise 
in all cardiac patients in time of stress Oxygen should be used freely 
postoperatively if there is any suggestion of circulatory embarrassment, 
and m some cases it may be beneficial preoperative]) If acute pul- 
monary edema does develop, in addition to the more usual measures, 
venous tourniquets on all four extremeties may reduce the circulating 
blood volume by as much as 1 litter Large, wide blood pressure 
cuffs maintained at just above the diastolic level are more satisfactory 
for this purpose than most tourniquets Oxygen administered under 
positive pressure may be helpful m preventing further exudation of 
fluid into the lungs If the patient does not improve promptly, one 
should not hestitate to resort to venesection, with removal of 500 to 
1,000 cc of blood The greater hazard of pulmonary embolism in 
patients with heart disease, especially those with increased venous 
pressure and congestive heart failure, is an added reason for early post- 
operative ambulation m cases of this type 

Individuals who are subject to paroxysms of significant cardiac 
arrhythmia may be prepared for operation by prophylactic preoperative 
medication Quitudine is usually effective m preventing paroxysmal 
supraventricular or ventricular tachycardia, as well as paroxysmal 
auricular fibrillation or flutter It may be given in doses of 0 2 Gm 
(8 grs ) for 2 or 3 doeses at hourly intervals immediately pnor to the opera- 
tion Digitalis is more effective than qumdine in occasional instances, 
and m such cases it is usually well to digitalize the patient completely 
m the usual fashion It is usally wise to avoid those anesthetic agents 
such as cyclopropane and chloroform, which tend to produce cardiac 
irregularities, when doling with cases of this type 
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VITAMIN B 12 IN COMBINED SYSTEM DISEASE by Lionel 
Berk, m d , Dluk Denny-Brown, m d , Maxwell Finland, m d and 
William B Cvstie, m n , Boston, (New England Journal of Medicine, 
August 26, 239 328-330) 

A crystalline substance, vitamin B,„, has recently been isolated 
from In cr extracts and found to produce hematologic remissions m 
pernicious anemia An unusual opportunity for testing the effectiveness 
of vitamin B, a upon the neurologic disturbance of pernicious anemia, 
presented itself m patient who had developed acute combined system 
disease v lnle receiving hemopoietically inadequate doses of synthetic 
ptcroylglutannc acid The patient also had an acquired allergic sensiti- 
% lb, to injected liver extracts It was of additional interest, therefore, 
to determine the relation of \ itanim B t fl to this sensitivity 

Case Report — A 41-ycar-old mulatto woman entered the hospital 
on May 26, 1948, because of ataxia She had been admitted to the 
hospital because of anemia, 0,4 and 2 years previously Histamine-fast 
achlorhjdria was demonstrated repeatedly, and at the first two admis- 
sions she showed adequate hermatologic and clinical response to the 
injection of purified liver extracts After she had received injections of 
liver extracts derived from pork for 9 months without discomfort, she 
experienced genralized urticaria and itching after each of two such 
injections Relief followed a change of therapy to bee-liver extract 
After receiving the latter for 10 months the patient began to react to this 
substance also Positive skm tests to both pork and beef extracts were 
demonstrated, nine different commercial liver preparations being used 
Consequently, on the third admission in September 1946, she w r as treated 
intramuscularly with synthetic pteroylglutamic acid (folic acid) in doses 
of 10 mg daily for 10 days, again with typical hematologic and clinical 
responses No neurologic changes were demonstrable at any of the 
three admissions 

Before discharge from the hospital she received 4 doses of folic 
acid, 75 mg each intramuscularly at intervals of a week After dis- 
charge she attended irregularly for injections, and hence received an 
average of one each month for the next year Because of failure to 
reach normal blood values she w r as started on 50 mg of folic acid orally 
daily on September 9, 1947, and she continued to take this amount until 
the end of the year At about Christmas time she developed some 
numbness and stiffness of the hands, together with difficulty in their use 
for finer motions This lasted 4 or 5 weeks and then disappeared com- 
letely From this time she took folic acid irregularly, sometimes 
averaging one dose of 50 mg every other day, but at other times 
omitting therapy for periods up to 1 week when her supply of medicine 
ran out 

Apart from some throbbing in the upper part of the chest she felt 
well until 1 week before entering the hospital At that time, while 
walking in the street, she suddenly experienced a sensation of pressure 
about the abdomen as if she were wearing an elastic girdle, and at the 
same time her gait became unsteady These symptoms persisted with 
some fluctuation m seventy Her legs felt numb from the knees down, 
and she had to be helped to the hospital by two friends becauie of the 
difficulty m walking, ^ — — — — - — . 
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Physical examination showed a pale, well nourished woman with 
normal findings except on neurologic exammation, which reveal 
gross ataxia with postive Romberg’s sign and defective position sense 
and pinprick perception in the toes There was absence of vibrator) 
sensation in the lower extremeties The planter responeses were of 
flexor type The day after entering the hospital she noticed numbness 
of the tips of the index and middle fingers, and examination demonstrat- 
ed liyplgesia at these sites 

Examination of the blood disclosed a red-cell count of 1,920,000 
with a hemoglobin of 6 5 Gm per 100 cc (42%), a mean corpuscular 
volume of 104 cubic microns, a mean corpuscular hemoglobin concentra- 
tion of 82% and a mean corpuscular hemoglobin of 38 micromicrogm 
The reticulocytes were 0 6%, and the white-cell count was 2200 

The patient was placed on diet free of meat, fish and eggs Fohe 
acid was discontinued, and no antianemic therapy was given for the 
first 4 days On the 4th hospital day she was grossly ataxic in walking, 
requiring continued support and assistance 

On the 5th hospital day treatment was started with injections of 
vitamin I?! . (supplied by Merck & Co ) m doses of 5 mierogm daily for 
a total of 8 injections, the first being given intradermally, and the subse- 
quent ones intramuscularly The mtradermal injection w as given m 
0 2 cc of physiologic saline solution, producing a wheal that reached a 
maximum size of 2 cm m 80 minutes and subsided entirely in a few 
hours No systemic symptoms followed the mtradermal or the subse- 
quent mtramucular injections of vitamin B la ,each of which contained 
5 mierogm, an amount approximately 45 times as great as that contained 
m the 0 01 cc of liver extract tested 

The reticulocytes began to nse on the 4th day of treatment and 
reached a peak of 16 0% on the 6th day By this time the patient felt 
well and displayed an excellent appetite After 10 days of vitamin B x „ 
therapy the red cell count and the hemoglobin had risen to 2,840,000 and 
9 0 Gm per 100 cc (58%), respectively 

Remarkable changes in the neurogic disorder were already evident 
by the 10th day of treatment The recent numbness of the fingers and 
clumsiness m using them had vanished by the 4th day On and after the 
6th day of treatment an extensor plantar response was rarely obtained 
By the 10th day the patient could walk withotu support, noth only oc- 
casional unsteadiness, the tendon reflexes were of normal amplitude, 
and the plantar responses were both clearly flexor By the 13th day 
mild vibration was appreciated in the right patella, and maximum 
vibration was perceived m the right tibia and left patella 

Beginning on the 9th day after the start of therapy, treatment with 
vitamin B, s was discontinued for 7 days because of delay in obtaining a 
further supply of the material After the 13th day there was a slight 
setback m the neurologic improvement, so that by the 19th day, there 
was a reversion of neurologic signs to their status of the 6th and 10th 
days This finding was reported by the neurologist without his know- 
ledge of the lapse in treatment 

Treatment was remstituted on the 16th day m doses of 5 mierogm 
of vitamin B l „ intramuscularly 3 times a week By the 21st day further 
improvement was already appreciable Sixty days after the beginning 
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of treatment, the patient’s gait was natural and she was able to stand 
v ith eyes closed without swaying There was still slight numbness of the 
right great toe, but no elsewhere The plantar responses were both 
clearly flexor, the tendon jerks u ere of normal amplitude, and there was 
doubtful, if anv, disorder of sensation to touch or pinprick Sense 
of position w as acute in all extremcites Vibration was just appreciated 
o\ cr the internal malleolus on the right side and was readily perceived 
o\er both tibias and patellns 

These findings, indicate that, as with previous stages m the purifica- 
tion of liver extract, the achievement of a crystalline derivative with 
intense hemopoietic activity has not diminished the ability of the 
material to arrest and in part to reverse recent neurologic manifestations 
of pernicious anemia The dramatic changes m this patient strongly 
suggest that a deficiency of vitamin B, 2 is closely related to the na- 
tural origin of both the blood and the nervous changes They should 
not be interpreted to mean that vitamin B , 2 was more effective than 
treatment \\ ith liver extract would have been 

It is evident that the neurologic lesion in tins patient was in great 
part reversible, exemplifying the stage of “biochemical lesion” that 
precedes the structural degeneration of the spinal cord The experience 
recorded abo\c emphasizes the well-Lnqwn fact that spinal cord symp- 
toms of combined system disease constitute a medical emergency The 
longer the lesion has existed, the more difficult it is to reverse 

The findings in this case also suggest that allergic sensitivity to liver 
extract is due not to sensitivity to the active pnncple itself but to other 
material m liver extracts, with species specificity, as demonstrated by 
Bauer and his co-workers 
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YEAR BOOK OF PEDIATRICS-1948, Edited by Henry G Puncher M D (pp 642 
S 4 60) 1 ho Xcar Book Publishing Co, Chicago 

Pediatrics has now for quite some time established itself as a special 
subject in medicine requiring adequate ^tudy and attention for the pro- 
per care of the young patients Treatment of the ailing child is no 
longer a matter of merely calculating the appropriate dose, by one of 
the manj accepted formulae, as a fraction of the adult dose The ailing 
child is a problem in itself and requires a special study of its diseases, its 
peculiar response to drugs, its individual reactions to the various 
problems of growth, feeding, immunization, infection and other physio- 
logical and pathological processes The year book of pediatrics serves 
the useful purpose of bringing home to the busy general practitioner 
recent views about these problems and their solutions As its new 
editor Dr Poncher, who incidentally^ takes up the onerous task from 
Dr Isaac Abbot, says, the book primarily deals with practical aspects of 
pediatrics particularly diagnosis and treatment for the help of the family 
physician who is responsible for 75 per cent of the care of children 
However, in catering for the general practitioner the interests of the 
specialist are not completely ignored and there are many articles on 
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seem almost as revolutionary as the writings of Dr Rene Guyon, which 
it tries to defend, if that clebrated author is m any need of defence 
The other articles cater to varied tastes and on the whole the journal 
provides interesting and instructive reading, mamt’ning a balanced view 
on matters of sex We hope the editor is sending complimentary copies 
to the Home Department of the Government of Bombay Province, and 
to the Chief of the Police, if they are not regular subscribers M D M 


Opinions and Diversions 

When any thing is asked of a physician he usually starts with— 
“In my opinion,” and makes a statement whicli his next door colleague 
is only too willing to contradict or agree with many a reservation 
Now what are opinions ? The Oxford Pocket Dictionary, an infallible 
guide in the proper use of words, tells us that an opinion is a 1 belief 
based on grounds short of proof, a new held as probable ’ A belief is 
an acceptance of something as true. When you know a thing is true 
you don’t say * I believe’, you say 1 1 know’ What can be known 
should not be believed, 1 e , merely accepted as true , it should be 
affirmed If somebody asked of me, ‘ Is so and so m the house ? ’ 
and if I knew for certain, I would answer ‘Yes, go in the library and 
you mil find him ’ If I was doubtful I would answer, ‘ I believe that 
he is in ’ This will help the inquirer little, for he may go in every room 
in the house looking for the individual and come back without finding 
him and still my answer was correct Opinions and beliefs are 
probabilities, not certainties, and still it is best to have them, when there 
is no definite knowledge A man with opinions is better (if he has an 
an open mind and is willing to change his opinions as new facts arise) 
than a man without any opinions, right or wrong 

Diversions are reliefs from work or absorption, amusement or 
pastime Perhaps the best definition of diversion is that of Halifax 
from his * Advise to a Daughter ’ (1700) “ Diversions are most properly 

applied to ease and relieve those icho are oppressed by being too much 
imployed ” 

These columns will contain opinions on a variety of subjects, 
medical or otherwise, and something by way of diversions for busy 
practitioners absorbed m their special activities to relieve the monotony 
of their labour They should be read for what they are worth, thoughts 
of a physician or free flights of imagination, perhaps rash, perhaps 
wise, but always intended to stimulate and to divert 

Death thy Neighbour 

“ Lastly, if Length of Days be thy Portion, make it not thy Expectation 
Beckon not upon long Life, but live always beyond thy Account He that 
so often suroiveth his Expectation lives many lives, and hardly complain 
of the Shortness of his Days Time past is gone like a Shadow , make 
Times to come, present Conceive that near which may be far off, approxi- 
mate thy last Times by present Apprehensions of them live like aNetghbour 
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unto Death , and think that theic is hut little to come And since there is 
something m us that must still live on, join both Lives together, unite them 
m thy Thoughts and Actions, and live in one hut for the other He who 
thus ordereth the Purposes of this Life will never be far fi om next, and is 
in some manner already in it, by an happy Conformity, and close Appre- 
hension of it ” Sir Thomas Browne, A Letter to a Fnend, 1090 

The problem of Death is often prominent m the mmd of a medical 
practitioner He always tries to fight it m his patients and sometimes, 
though not as often as he would like, he succeeds m putting it off, 
but often, alas too often, he meets with failure and with resignation 
accepts the inevitable When he realises this inevitable end and feels 
that he must tell his patient about it, it is wise for him to pause and 
reflect that it is only an opinion, he may be wrong, there is hope as long as 
there is life and many a fnan has lived for years after passing through 
most serious crises Does the patient want to know the truth, the near 
end ? The experience of all physicians is that he rarely does, and to 
offer an unasked opinion is meddlesome unwarranted practice on the 
part of the physician, perhaps unconsciously motivated to satisfy some 
inner vain need or frustration No wise practitioner should ever fall 
an easy prey to it The relatives who clamour for truth, and vho 
have their own theories based on preconceived notions, have to be 
satisfied, but then they should be told only the probabilities and not 
imparted all the fears and conjectures passing through the physician’s 
mmd Like Sahadev the ‘ ararHwft no unasked question should 
be answered, unless it is in the interest of the patient , but when 
a definite question is asked the answer may not be evaded or shirked 
Truth as one knows it must be given, though it may be tampered 
with tact and mercy, Yudhisthir’s ‘ to m tojt) m ’ method of 
stating the truth is perfectly valid for a physician Most ill persons 
do not ask for the truth, they only ask for cure, relief, or reassurance 
The more serious the disease and the more hopeless the outlook, less the 
desire for truth, and less the clamour Usually the inevitable is 
accepted with quiet resignation and indifference 

Death of Swami Vwekanand 

It is always fascinating to know or guess about the death of 
eminent men How did they live their terminal daj s? For some 
of the great men of the world there are detailed records of their 
last illness and the mode of termination, for others there is nothing 
and one has only to fall back on conjectures Durmg the 
last fifty years many eminent Indians have died from Diabetes — a 
common disease among us, poorly understood and most ineffectively 
treated G K Gokhale (1915), B G Tilak (1920), C R Das (1925) 
and many others have succumbed to it m comparatively young or 
early middle age Swami Vivekanand was also known to have dia- 
betes mellitus and succumbed to it at an early age of thirty-nine after a 
Volcanic life of energy and enthusiasm Vivekanand may well be 
claimed as the philosopher of the New Resurgent India who lighted 
the torch of freedom which Gandhiji carried on to its logical end We 
are not concerned with his religious, or mystical life People will 
alwaj s differ on these aspects of his life Sv, ami Vivekanand (Narendra 
Nath Dutt, born January 12, 1863, died July 4, 1902) became Rama- 
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krishna’s deciple m 1884 and after the death of Ramaknshna (August 
1 5, 18S6), became the head of the monastery Vivekananda had 
suffered from malaria in his youth and also from severe diphtheria in 
childhood It was discovered during his journey to America and 
Europe that he was suffering from diabetes mellitus In New York 
as early as 1895 he felt that ln« volcanic vitality was being gradually 
ebbing away and he actually said “my day is done ” On August 23, 
1890, age 83, he wrote “ I am getting ready to depart , to return no more 
to this hell, this world ” “The arrow of Vivekanand was finishing 
its trajectory” He returned to India in 1897 and founded the 
Ramaknshna Mission In July 1898 he undertook the great pilgrimage 
to the cave of Amarnath During this journey on foot he overstrained 
lnmself He entered the cave, naked, smeared with ashes like others, 
quite exhausted almost in a fainting condition, and emerged from the 
ca\ e with a blood clot m Ins eye and a dilated heart, from which he 
never recovered, In November 1898, he had attacks of asthma from 
which ‘lie emerged with his face blue like that of a drowning man ’ 
With this state of myocardial failure, he made a second journey 
to the West and returned to India in December 1900 quite worn out, 
and despite the difficulties of a mountain journey he went to Mayavati 
Monastery m the Himalayas on January 8, 1901, carried by desciples 
amidst the falling snow, the mist and the clouds This journey made 
his cardiac condition vorse At Mayavati he had asthma which 
suffocated him, the least physical effort exhausted him “ My body 
is done for ” He knew the end was near, the journey of his life was 
ended “What does it matter ? I have done enough for fifteen hundred 
years ” He celebrated his thirty-eighth birthday on January 18, 1901, 
left Mayavati on January 18, travelled for four days on slippery slopes, 
partly through the snow, and returned to his monastery on January 
24, 1901, and remained there till the end except for a pilgrimage with 
lus mother to holy places of Eastern Bengal, Assam and a short stay at 
Benares at the beginning of 1902 At Belur his illness progressed, he 
developed dropsy The doctors restricted his water intake For 
twenty-one days he did not swallow a drop of water, even when he 
nnsed out his mouth “ The body is only the mash of the mind lYhat 
the mind dictates, the body will have to obey Now I do not even thinh of 
water, I do not miss it at all ” A profound statement which may well 
be taken as a basis for the psycho-somatie concept of disease 

Of his last day, his biographer, Romain Rolland writes “On 
the supreme day, Friday, July 4, 1902, he was more vigorous and joyous 
than he had been for years He rose very early Going to the chapel, 
contrary to his wont of opemng everything, he shut the windows and 
bolted the doors There he meditated alone from eight to eleven o’clock 
m the morning, and sang a beautiful hymn to Kali When he went 
out into the court he was transfigured He ate his meal with an appe- 
tite in the midst of his disciples Immediately afterwards he gave the 
novices a Sanskrit lesson for three hours and was full of life and humour 
Then he walked with Premananda along Belur road for nearly two miles, 
he spoke of his plan of a Vedic College and talked of Vedic study 
“It will hill superstition ” he said 

“Evening came — he had a last affectionate interview with his 
monks and spoke of the rise and fall of nations “ India is imryortal". 
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he said “if she persists in her search for God But if she goes m for 
politics and social conflict she mil die ” 

“Seven o’clock The convent bell sounded for Arati (worship) 
He went to his room and looked over the Ganges Then he sent away 
the novice who was with him, desiring that his meditation should be 
undisturbed Forty-five minutes later he called in the monk, had all the 
windows opened, lay down quietly on the floor on hts left side and re- 
mained motionless He seemed to be meditating At the end of an 
hour he turned round, gave a deep sigh — there was silence for several 
seconds — his eyes were fixed in the middle of his eye-lids — a second 
deep sigh — and eternal silence fell 

‘There was’ said a brother-disciple of the Swarm, ‘a little blood 
in his nostrils, about his mouth and in his eyes ’ 

“It seemed he had gone away in a voluntary fit of Kundalim 
Shakti — m the final great ecstasy, which Ramakrishna had promised 
him only when his task was completed He was thirty-nine ” 

Whatever the disciples may say the end of Vivekananda was no 
voluntary act of yoga discarding an unwanted body The whole his- 
tory as given above suggests the presence of coronary disease in a diabetic 
subject , who had perhaps hypertension He had strained his heart 
during his pilgrimage to the cave of Amarnath m the Western Himalayas 
Eversince that time he had attacks of “asthma” suggesting left ven- 
tricular failure If he had any precordial pam, there is no mention of it 
A great yogi, who thought his body to be under the control of his mind 
perhaps thought little of it, such a man would consider it a sign of weak- 
ness to talk about pain The description of the last day is also very 
suggestive of acute coronary occulsion The doctor who saw him the 
next day suggested apoplexy as the cause of death This is not likely 
Apoplexy rarely if ever kills suddenly like this Coronary thrombosis m a 
diabetic with hypertension fits m better with the facts Vivekanand’s 
whole personality with his tempers, enthusiasms, repressions, violent 
emotional storms, and yogic exercises to control the unruly psyche, 
suggests a high blood pressure or coronary personality, as described by 
Flanders Dunbar In her own words, with our italics “Coronary cases 
have generally a distinguished appearance with considerable evidence of 
control Few classical neurotic traits- are manifest but them typical 
life pattern of asceticism and hard work cloaks and rationalizes many 
compulsions They present a surface calm with little appearance of 
strain The tension, until a crisis arises, is mainly a smooth muscle 
tension In times of stress they tend to brood and seek solitude 
The coronary patients have a general air of self sufficiency and they 
tend to dominate social relationships through superior argumentative 
skill Accepting the idea of hierarchy they identify with authority 
figures and strive to become super- authorities The coronary accident 
in these patents is precipitated by an apparently irreparable mutilation 
of their picture of themselves through external threats to their authori- 
tative role ” 



Medical Notes and News 

THE TECHNIQUE OF FREEZE-DRYING 
A LITTLE KNOW N ASPECT OF PENICILLIN MANUFACTURE 

After the ‘ brewing ” of penicillin in the gmn t, tlirohbmg stills there is one 
almost insignificant hut now highly developed process which, but foi its work, would 
render every single vial of pcncillin in the world unstable and therefore useless 
Rut for its existence Morning's famous discovery might have been confined tothe 
text liook and the, high hopes centred on the so far only lightly touched Bubjectof 
nntibotics never raised That process is freeze drying Penieilbn is like a primn 
donna for it is notonotish sensiti\c it is unstable a hen first produced as a liquid 
and, once dned will absorb water and lose potency at the slightest opportunity 
Freeze drying ensures it doesn’t get that opportunity 

Freeze drying is the method bv which the ice in previously frozen prenicillm 
vials is placed under a high vacuum at a wry low temperature and, without melting 
undergoes vapourisation Visualise a fragment of ice standing in a dish over a fire 
W atch the ice melt to foim water and then trace a further stage in its evolution as 
it reaches boiling point and is finally given off as water vapour in the form of steam 
to complete the cycle In freeze drying science haf liquidated that intermediate 
stage nnd we now see ice being transformed into vapour m one single operation 
It is an example of science ruthlessly side stepping one of the natural processes 
and therein lies its fnscination 

In the cailv days of British penicillin manufacture, one of the two large scale 
penicillin producers m Great Britian, Glaxo Laboratories Ltd , of Greenford, began 
freeze drying their penicillin solutions in glass-ware apparatus When the company 
came into the antiobiotics field in 104-5, at a time when the greatest possible output 
of penicillin for the forces was being called r or, it was fortunate in being able to call 
on Dr R I N Greaves, of the scrum drying unit at Cambridge nnd other medical 
Research Council Scientists, to assist with the vnnous problems of freeze drying 

It is indeed not an exaggeration to say that had it not been for that assistance 
from Dr Greaves nnd his colleagues — who had developed the technique of freeze 
drying from the experimental stage to successful large scale operation— the v olume 
of output of penicillin from the Greenford factory would have been greatly reduced 
Penicillin lias to be fieeze dried because of various chemical peculiarities m its make 
up The sodium and calcium salts which aie isolated in the process of manufacture 
ns a solution in w atcr are unstable in that form and has e to be converted to a dry 
solid as quickly as possible Once dried the penicillin remains stable under normal 
conditions but since the drug has the irritating habit of quickly absorbing moisture 
wheneve it has the cance the need for keeping it perfectly diy after freeze drying 
becomes of first rate importance, if it is not to lose any of its potency Since the 
stability of liquid penicillin falls with any rise in temperature and the final dry 
substance has to be sterile, drying by cither sprny or roller drying is not considered 
advisable 

And so in the early days the freeze drying technique of using glass apparatus 
with “dry ice” os a refrigerant worked quite well although the quantity of peni- 
cillin which could be handled w as necessarily small on account of limitations imposed 
by the size of the flasks It then became the aim of the company to step up the 
number of glass units in scrv ice At the peak period no fewer than eight banks or 
80 flask units were in continuous use and ga\e the Glaxo concern the fenviable reputa- 
tion of ha^ ing produced at least eighty pel cent of the total British war time penicillin 
output 

There were great disadvantages in this method of freeze drying however 
“Dry ice” was costly, running costs soared and there were frequent expensive 
breakages Nor was that all The dried product in those days came out of freeze- 
drying plant as dry powder In pharmaceutical preparations this was convenient 
form but for the more highly needed injection purposes it had to be filled into 
bottles under aseptic conditions To do so accurately was a most difficult operation 

As soon as the large scale deep culture method of penicillin production was 
introduced into Britain new freeze drying equipment, capable of handling the 
increased volume, became a paramount necessity' In collaboration with refrigera- 
tion crxpcts the company’s engineers set to work on new designs and before long 
permanent, up to date, nnd fundamentally different freeze-drying equipment was in 
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operation at Greenford When at the end'-of the war Glaxo moved its penicillin 
production unit to a brand new factory at Barnard Castle in Co Durham to begin 
large scale deep culture manufacture the new equipment went too and today the 
freeze-drying hall is one of the most impressive departments in the concern 

In an atmosphere of quiet efficiency the deep-freeze cabinets (m which the 
penicillin solution is originally frozen) a battery of glistening, white cylindrical 
drying chambers which freeze dry the penicillin and the high vacuum pumps which 
exhaust the air from these chambers are in operation 24 hours a day At the control 
panel, at one end of the long room, white-coated technicians keep a careful watch 
on recording thermographs and other ganges It is methodical, high precision 
work 

Most of the penicillin produced at Barnard Castle is freeze dried in the small 
vials which eventually go to the hospitals, doctors and chemists The vinls reach 
the freeze drying hall in containers after being semi automatically charged with 
penicillin and are then ready for the freezing cabinets This process takes about 
five hours and at the end the eontaineis are removed to the drying chambers by 
technicians wearing anti-frostbite clothing Eveiy chambei holds 21 containers and 
these m turn hold no fewer than 8,000 \ials The chamber is closed and sealed and 
air is exhausted by the high vacuum pumps In the chamber a special condensing 
coil is kept at a temperature of 50 degrees centigrade and w hen the required e vacuum 
is reached the ice begins to evaporate from the vials without melting and condenses 
on the coil Since there is a tendency forthe penicillin in the vials to cool still further 
— evporation would cease when it reached the temperature of the coil — the,e is the 
somewhat ironic necessity to heat the vials This problem is overcome by the 
installation of thermostatically controlled electvic heaters which are mounted under 
each container 

In about five hours the complete drying cycle is completed and the result is a 
vial of perfectly dry penicillin ready fot the Anal sealing process At the Glaxo 
plant the maximum number of vials are put through the freeze-drying process with 
the minimum amount of handling and this consideration dominated the design and 
layout of the equipment Additionally the work is performed with the minimum 
labour Night and day the freeze-drying plant is in operation and provides one 
further link in the Cham which aims at providing the maximum amount of penicillin 
for consumption in all parts of the world 

TWO NOTABLE CONTRIBUTIONS 
STREPTOMYCIN 

Glaxo Laboratories are already producing sufficient Streptomycin, in spite of 
many difficulties of production, to provide Britain with her present needs and that 
in the near futuie, it is expected the output will be considerably increased 

VIT B,, 

After years of research work Glaxo Laboratories hare succeeded m isolating 
from liver the antt-permcious anaemia factor in pure crystalline form, known as 
Vit. B,, (It is made experiment ally also by Merck &, Co , Rahway, N J , U S A — 
Ed Ind Pht/s ) 

For the present the discovery is regarded more as a scientific achievement than 
as a commercial possibility The difficulty of the problem can be realised if it is 
appreciated that, from one ton of liver, only a few grains of the substance can be 
extracted — a few specks of ruby coloured dust sufficient to cover a four anna piece 
The substance produces excellent results in amazingly small doses of 1/200,000 of nn 
ounce 

Fortified with the knowledge of this new substance, it is expected that, in due 
course a further practical contribution will be made to the treatment of pernicious 
anaemia 

What does the discovery mean for those afflicted w ith pernicious anaemia ? 
Already clinical tests ha\e shown that not only are the red blood corpusdles restored 
but that the va-ious neurological symptoms — nervous disorders and the deteriora- 
tion of the spinal cord— are coirected by minute doses of the new substance It w ill 
also mean that standardised doses of the extract will, for the first t me, be capable of 
preparation , further it w ill be possible for massis e doses to be administered without 
physical discomfort to the patient 
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KALA-AZAR AN ENDEMIC FOCUS IN BOMBAY 

A FRELISIINARV COMMUNrCATIOV 
bj 

Y M BHENDE, m d N FIGUEREDO, m b b S b Hy 

A M PURANDARE, m d S D DESAI, m b b s 

D D BANKER , M n 

(Acnorth I,rp(-r Home- Mnlunga, BOMBAV ) 

(Dept of Palliolaft> I Bnclerinlofn Cordlmndnn Snnrit-rtlm Mcdlcnl Colleflc, Purr], BOMBAY ) 

Hitherto, Bombay has been considered a “dry” area for Kala-azar 
and the cases of Kala azar encountered locally have been classed as 
“imported”, meaning thereby that the affected individuals caught the 
infection outside in some endemic zone, and migrated to Bombay 
subsequently During the last two or three years a feehng has grown 
among the local practitioners that at least m some of the cases detected 
in Bombay the circumstances are such as to suggest an indigenous origin 
from a local source of infection Though many more such cases may 
have been seen, only two have been reported so far In the 1st case, 1 
the patient was a resident of Bombay for 22 years, and during that 
time the only place, outside Bombay, he had visited was Poona (another 
“dry” area for Kala-azar, about 120 miles from Bombay) In the 
2nd case 2 the patient had resided in Bombay for 18 years and the only 
place, outside Bombay, he had visited was Bassem (about 40 miles from 
Bombay) In both these cases the diagnosis was unequivocal Leish- 
mania donovani were demonstrated m smears of the sternal marrow 
and the leptomonas grown from the marrow or the peripheral blood 
These reports, therefore, offer strong but circumstantial evidence for the 
possible existence of an endemic focus of Kala-azar in Bombay 

In this communication we submit positive proof for the above 
thesis 

1 Outbieak of Kala-azar m a Local Institution — -Whenever 
possible all the bodies from the Acworth Leper Home are submitted for 
autopsy to the Department of Pathology and Bacteriology of the 
Gordhandas Sunderdas Medical College From April 1948 to April 1949 
autopsy was done on 18 such bodies Of these, 9 patients were found to 
have suffered from Kala-azar (in addition to leprosy) In every case 
Leishmama donovani were unequivocally demonstrated m the smears 
and/or sections of the organs (mostly the liver and the spleen) Further 
investigations have shown that among the present inmates of the Home 
there are at least 8 more cases of Kala-azar , m these Leishmama 
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donovam hai e been demonstrated m smears of the sternal marrow and 
the leptomonas grown m cultures from the same material A senes of 
12 cases in a single institution within a period of 1 year is by itself very 
suspicious of an indigenous origin A critical analysis of the case- 
records of these patients revealed the following — Except 8 who "came 
from Madras (a proved endemic focus for Kala-azar) and 1 who came 
from Goa (a suspected endemic focus), the rest have their native places 
m the Bombay Province winch so far has beea considered a non-endemic 
area for Kala-azar The determination of the duration of their stay 
in Bombay proper from the total period of their segregation was mis- 
leading because many of them had absconded from the home on two or 
three occasions and their movements outside could not be verified 
The period of definite stay in Bombay was, therefore, calculated in 
each case from the date of the last re-admission to the dale on which 
death occurred or up to date in the case of patients still alive The 
figures obtained for the 12 cases were — 31 days, 71 days, 86 days, 
125 days, 129 day's, 5 months, 6i months, 1 j’eai, 1 year and 1 month, 
3 years and 2 months, 8t- years, and, 13 years and 4 months These 
figures, be it noted, indicate the minimum duration of these patients’ 
stay in Bombay The exact range of the incubation period of Kala- 
azar is not known but is assumed to be anything from 10 days to 2 years 
That many of our patients could have caught the infection m Bombav is, 
therefore, piobable and that at least 8 of them with a minimum of 8 
years’ un-intcrrupted stay in the Home were infected locally is almost 
certain In our opinion these figures suggest very strongly that the whole 
outbreak is of local origin and not a chance accumulation of “imported” 
material 

2 Presence of the Insect- Vectoi — Controversy still rages round the 
possible insect-vectors for Kala-azar, but, the sand-fly is the only 
one for which irrefutable proof has been obtained After trapping 
hundreds of flies and examining each of them carefully we have been 
able to establish the presence of phlebotomi m the wards of the Acworth 
feper Home in which these cases of Kala-azar were discovered The 
insect-vector proved responsible for the transmission of Kala-azar 
from one person to another is, therefore, present in the locality affected 

8 Presence of Infected Sand-Flies — With the exception of a few 
mounted as permanent specimens, every sand-fly was dissected and 
smears prepared from the material obtained by crushing the pharynx 
and the mid-gut Up to date 3 female phlebotomi have shown the 
presence of leptomonas in the smears A careful study of these forms 
lias convinced us that morphologically they are the leptomonas of 
L donovam 

A detailed report of these investigations is in preparation and will 
be pubhshed shortly 
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Introduction L 

Despite the rapid advance tliat chemotherapy has made in other 
fields during the last 20 years, the prophylaxis and treatment of hver 
disease is still largely confined to the realms of dietetics 

The evolution of the present dietetic regime of hepatic disorders 15 
an interesting one, extending over more than three decades 

In 1912, OpiC and Alford on the basis of experimental work intro- 
duced high carboh)dratc diet into clinical practice Many years after 
this Ravdm and his associates noting the beneficial effects of a high pro- 
tein intake on the liver parenchyma instituted a high carbohydrate, 
high protein regimen in the treatment of hver diseases At a still later 
date supplements of yeast, liver extract, and vitamins were added to the 
non rapidly swelling list of “protective” substances The newest 
addition to tips imposing array are the “lipotropic agents” of thejmture 
of choline and methionine Thus came into being the present day 
dietetic scheme adopted in the treatment of liver damage connected noth 
the names of Patek and others ' 

In this connection, it seemed of interest to us to find out whether any 
quantitative improvement could be demonstrated, by adding sup- 
plements of the vitamin B complex to the diet of individuals showing 
evidences of deficiency of this vitamin In the present investigation 
subjects wuth obvious manifestations of vitamin B deficiency were 
selected and a senes of liver function tests performed both before and 
after the administration of large doses of vitamin B complex The liver 
function tests selected were those which as far as possible could be 
used as a quantitative expression of liver function Supplerp tints of 

vitamins A, C, D and proteins were given parenterally forcsopie days 
prior to the investigation in order to prevent a deficiency of these from 
vitiating the results 

The patients selected for study, all showed gross manifestations of 
deficiency of one or more vitamins of the B complex and usually to a 

much smaller extent of other vitamins as well r 

1 , 

Procedure 

The following procedure w r as adopted m the present investigation 
Before admission Routine screening was performed to pxclude 

A Paper read before the 87th Meeting of the C .S Medical College and K K.M Holpltai 'Staff 
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pulmonary tuberculosis m every case and patients with a hemoglobin 
per cent below 85 were excluded 

On admission and first 5 days (1) A detailed history taking 
and clinical examination was performed with special emphasis on 
evidences of vitamin B complex deficiency 

(2) Collection of the next 24 hours sample of urine (m a Winchester 
bottle with the addition of 20 c c of 5 % acetic acid) was commenced 
The urinary excretion of thiamine, riboflavin and macm was determined 
m this sample of urine Thiamine was estimated by Thiochrome 
method, Riboflavin by Pyridine butynol extraction method and Niacin 
by cynogen bromide and aniline hydrochloride method, the first two 
being fluorometric and the third a colorimetric method 

(8) On the 2nd day an intramuscular injection of prepalm (Glaxo) 
60,000 units of vitamin A and 30,000 units of vitamin D and injection of 
500 mgm of vitamm C were given Subsequently each patient received 
the juicenf 2 sour limes and 3 ounces of the hospital codliver oil mixture 
daily throughout his stay in hospital In diarrhoeic cases parenteral 
vitamm A and D was given throughout 

(4) Daily injections of casein Hydrolysate 50 c c of a 5% solution 
(25 gms ) iv ere given intravenously from the 2nd to the 5th day 

(5) Diet The patient throughout his stay was kept on the 
standard hospital diet, containing — 

Calories Proteins Fat Carbohydrate 

Vegetarian 2252 80 Gms 78 Gms 290 Gms 

Non vegetarian . 2054 00 „ 55 „ 810 „ 

6th and 7th day The first series of liver function tests were per- 
formed The Liver Function Tests employed were — 

1 Thymol Turbidity test 

2 Cephalm Cholesterol Flocculation test 

8 Bilirubin Excretion test; 

4 Bromsulphalem Clearance test 

5 Serum Protein estimation and determination of the 
Albumin-Globulin ratio 

6 Takata-Ara test 

8th, 9th, 10th, 11th day (1) Patients were given intramuscular 
injections of vitamm B complex daily from the 8th day onwards, contain*- 
mg not less than 80 mgras Thiamine, 5 mgms Riboflavin and 75 
mgms Niacin In addition each patient received 12 yeast tablets 
( Thiamine 86 mgm , Riboflavin 3 8 mgm and Niacin 0 9 mgm ) 
per day. 

(2) On the 10th day t e , after 8 days of vitamm B complex the 
urinary excretion of Thiamine, Riboflavin and Niacin was agam esti- 
mated to judge the amount of saturation of the body with these vitamins 
If this show ed adequate saturation with vitamins B complex, the second 
series of Liver Function Tests were performed If there was not 
sufficient saturation, the estimation was repeated after increasing the 
dose of the vitamm B complex and it was only n hen saturation was 
attained that the investigation was proceeded with 
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Results 

In the present scries 10 cases showed an increment of liver function 
after administration of vitamin B complex The distribution of im- 
provement m the various tests was as follows — 


CC -}-TT +BS -f- Bilirubin 0 cases 

T T 4- B S -f* Bilirubin 0 „ 

B S -f> Bilirubin 10 „ 

C C -f* A G ratio 5 „ 

CC+TT+AG ratio 4 „ 

C C alone 8 „ 

T T alone (identical v ith Bil and B S ) 0 „ 

Bilirubin nlone "1 In identical cases as T T except 10 „ 

Bromsulphnlcin alone V one 10 „ 

A G ratio J 1) „ 

C C =Ccplialin Cholesterol test B S =Bromsulpholcm test 


T T =Thyniol turbidity test A G =Alumbm Globulin 
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The chart illustrates the liver function in the iniprotcd eases as well as 
the urinary excretion of Thiamine, Riboflavin and Xiscm before and 
after administration of saturating doses of the vitamin B complex 

It will be seen from this that the values for unnan excretion c 
Niacin are high even before saturation with the vitamins This s x 
keeping with the findings of others that the unnan* excretion of r 
is no index of saturation with this vitamin srd that the urine cf reh.- 
grms contains considerable amounts of ih;< xib'dance 

Discussion 

Correlation of the T c<~ , «■ Tests 

An attempt will now be made to assess, correlate a 
varying results in the different liver fnr.r^on tests perfonr-rf r. 
present investigation 
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Tahata-Ara Test 

(1) Was hardly of any use in the present series, being unchanged, 
mall except two cases in -which it showed some improvement after 
administration of vitamin B complex 

Serum Proteins and Alb Glob Ratio 

(2) The plasma protein level in the majority of cases was low 
(normal 6-8 g ms per 100 e c ) as also was the albumin content (normal 
4-4 5 gms per 100 c c ) The critical level for oedema hat been shown 
to be a serum protein content of below 5 5 gms per 100 c c and an 
albumin content of 2 5 gms per 100 c c In 5 cases (Case Nos 6, 9, 
11, 13 and 14) where dropsy was present, the serum protein content 
was adequate This is in keeping w ith the findings of Sinclair (1947) 
on extensive observations made m Holland and Germany in which the 
albumin and total protein concentrations were within the normal range 
in the serum from cases of famine oedema The oedema may be due 
to lowered colloid osmotic pressure (Govaerts) or to decreased renal 
excretion of water and salts or to deficiency of vitamin B complex 
itself 



Churl 2 

Two plasma protem estimations -were done m every case one after 
the administration of casein hydrolvsate and the other 4 days later on the 
termination of vitamin B complex administration Though the second 
reading of plasma proteins w as usuallv the same or slightly lower, the 
A G ratio was very often unproved, indicating the beneficial effect of 
these i itamins on the role of the liver in maintaining normal plasma pro- 
tem relationships 

Those cases showing improvement of the albumin globulin ratio 
usuall; showed an improi ement in the flocculation tests but not neces- 
sarily an the dye excretion ones This is probably because the tests 
which showed improvement are supposed to be mdicatne of the dis- 
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turbnnce m the protein metabolism m the liver This also emphasises 
the fact that nosingle liver function test has yet been discovered which 
can be used as a measure of total liver function It is only by perform- 
ing several of t^icsc tests thftt a cross-section qf hepatic activity can be 
obtained 

Clearance Tests 

(3) The clearance tests viz Bromsulphalem and Bilirubin seem 

the most sensitn c to minimal improvements m liver function This may 
probably be due to the fact that these tests reflect more the excretory 
activity of the li\er rather than the cellular one The obstructive 
changes would be expected to recover earlier than the parenchymatous 
damage )( , 

Contrary to expectations, the thymol turbidity test seemed to bear 
a closer relationship to these clearance tests than to the cephalm 
cholesterol test In 9 cases the thymol turbidity and the excretory 
tests shoved change for the better, and m one case more did the latter 
show an impro\ement without a change m the flocculation test The 
cephalm cholesterol test on the other hand improved onlv m fi of the 
above 9 cases where the thymol turbidity and clearance tests had 
shown increment of function The close association of the thymol 
turbidity and the clearance tests is probably associated with the 
mate inter-relationship of the parenchyma of the liver with the excre- 
tory sy stem Anj slight alterations m the liver cells would also lead to 
intrn-hepatic biliary obstruction and reflect themselves in cnanges in 
both the series of tests 

Flocculation Tests 

(4) The cephalm cholesterol and thymol turbidity tests showed 
a discrepancy in 5 cases Though both these tests are dependent on 
a qualitative change in the globulin fraction of the serum, it is believed 
that different fractions of the serum globulin independently influence 
the two tests The altered serum globulin is again a manifestation of 
hepatic cellular dysfunction In addition to the 6 cases where the 
cephalm cholesterol, thymol turbidity and the dye excretion tests shov r ed 
a simultaneous improvement, there were 2 cases where the cephahn 
cholesterol improved alone , in one of these a rise in the A Q ratio 
could be a possible explanation but in the other there v r as no 
such change As vmuld be expected, from the intimate relationships 
of these tests to plasma protein fractions, the A G ratio improved m 
majority cases with a better T T response and in all except tnree cases 
where the Cephalm Cholesterol test had shown an improvement 
Cases which did not improve 

The cases which did not improve were not apparently different m 
their selection from the cases which did In attempting to explain this . 
discrepancy' of response, various possibilities were considered 

The Associated Presence of Protan Deficiency, Anaemia and Oedema 1 

(a) The first consideration is the role that a coincident protein 
deficiency, anaemia or oedema might play' in depressmg the liver 
function of those cases which did not recover It is true that the total 
plasma proteins and the albumin content v'as generally low in the 
cases selected but if one studies the tables given below one cannot find 
these levels to be lower m those cases which did not show any "benefit 
than thdse which did 
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Total protein 
Albumin 
Globulin 
Alb Glob ratio 


Improved 

4 875 to 0 50 gni 

1 17 „ 3 8 „ 

2 21 „ 4 45 „ 

118 „ 151 „ 


Not Improved 
5 30 to 0 81 gm 

1 72 „ 4 25 „ 

2 00 „ 4 5 „ 

117 „ 21 „ 


There does not seem to be a sufficiently striking difference either 
m the total protems or in the individual constituents or m the A G 
ratio m these two sets of readings to be able to explain the lack of con- 
formity of response to the vitamin B complex on a basis of depressed 
protein levels 

How much of the responsibility for the failure of certain cases to 
respond to the vitamin B complex can be ascribed to anaemia is again 
problematical The variations m Hemoglobin m the two sets of cases 
was not striking 

Improved Not Imp roved 

Per ccntage Hb 38-70% 48-78% 

i Before summarily dismissing anaemia and protein deficiency as 
insignificant influences in hepatic response it should be stressed that the 
-duration of the deficiency state is of importance It was difficult to 
determine the duration of these deficiencies and it w as not unreasonable 
to assume that m those cases n hich did show improvement, the anaemia 
and hypoproteinenua had not been sufficiently long lived to set up ir- 
reversible changes in the liver, the reverse of this beingequally true 

Oedema was a marked feature in only one case Here casein hydro- 
lysate was given daily for 7 days till this had disappeared w hen liver 
function tests were performed In the other cases where there was a 
transient swelling of the feet and legs, this had subsided before the first 
series of liver function tests were earned out This factor was, therefore, 
never of a sufficiently severe order to interfere with the results More- 
over as far as improvement of liver function was concerned the behaviour 
of the oedema tous and nonoedematous cases was equivocal as shown 
below 

Improved Not Improved 

No of patients 

with oedema 3 3 

Duration of Vitamin B Complex Deficiency 

(b) Again the length of time during which the liver has been 
subjected to a deficiency of the vitamin B complex will necessanly influ- 
ence the extent of the response to the administration of large doses of tins 
vitamin The longer this penod of vitamin lack, the greater the chances 
of lrreversibe changes setting in and the more meagre the improvement 

( with these vitamins 

Duration of Vitamin B Complex Administration 

(c) In tins series of investigations, the idea was to give saturat- 
ing dose of vitamin B complex for a fix-ed period of 8 days and note the 
improvement m liver function Perhaps in the more prolonged and 
severe cases, this may not have been of sufficient duration to effect a 
reversal of changes in the liver 

Possibility of Secondary Changes 

(d) The fourth feature to be borne m mind is that perhaps as in 
Gillman’s experiments the liver changes though initiated by a vitamin 
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deficiency limy have m their turn set up secondary gastro-intestinal 
changes which help to perpetuate them To carry the analogy 
further perhaps a primary replacement of gastric secretions (stomach 
extract) pnor to i ltnmm thereapy would prove efllcacious m thse cases 
The Bole of Vitamin B Complex m Liter Function 

The constituents of the vitamin B complex influence liver function 
and structure m tv o demonstrable ways (?) by their intimate relationship 
with carbohydrate metabolism, (it) in the capacity of agents which 
mobilise In cr fat \ iz lipotropic factors There is however y et another 
action which is not clear It lias been found that preparations of yeast 
for example, nnproi e liver function in a fashion which cannot be ex- 
plained by the almost negligible lipotropic content 
Carbohydrate Metabolism and Vitamin B Complex 

In this category are Thiamine, Riboflavin, Niacin and Adenylic 
acid These are catahsts acting at various stages m the process of 
utilisation of glucose 
Thiamine 

Thiamine m the form of its py ro-phosphoric ester (co-carboxylase) 
acts as a specific catalyst m the degradation of pyruvic acid 'The 
com ersion of i itamin JB to its py'rophosphoric ester occurs partly m the 
tissues but to a large extent in the liver which also stores this enzyme 
There is convincing evidence of some relationship between vitamin 
B,, glycogen storage m the liver and blood sugar levels after ether 
anaesthesia in rabbits, the usual depletion of liver glycogen can be nulli- 
fied by' adnunslration of vitamin B , for three days prior to anaesthesia 
(Lauber 1939) It is assumed that the extra vitamin Bj helps in the 
resynthesis of liver gly'cogen broken down by' the anaesthetic 
Riboflavin 

Riboflavin forms part of a complex oxidation reduction system for 
the metabolism of glucosej consisting of glucose (in the form of hexose- 
phosphate), fiavoprotem, co-enzymes I and II, dehydrogenase and atmos- 
pheric oxy'gen as — 

1 substrate -f- dehy'drogenase — s activated substrate 

2 activated substrate + co- 

enzyme — ¥ reduced co-enzyme -f- oxidised 

substrate 

3 reduced co-enzyme + lacto- 

flavin — oxidised co-enzyme + reduced 

lactoflavin 

4 reduced lactoflavin + 0 2 — *- oxidised lactoflavin + H 3 0 

Nicotinic Acul 

This constitutes part of coenzymes I and II which are intermediary 
in the oxidation and utilisation of glucose as shown previously' 

Adenylic Acid 

This portion of the vitamin B complex also forms a part of coen- 
zymes I and II and it is believed to participate in the phosphorydation of 
glucose 

Lipolropes of the Vitamin B Complev 

The origin of the concept of a lipotropic factor dates back to the 
years soon after the discovery of insulin It was noted that if depan- 
creatised dogs were kept alive with insulin they developed fatty' mfiltra- 
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tion of the liver which later went on to cirrhosis This fatty infiltration 
could be prevented by feeding dogs with pancreas Hershey and Soslan 
(1931) have shown that tins infiltration could be equally well prevented 
by lecithin It remained for Bestand Huntsman (1982) to prove thit 
the active fraction of lecithin was choline These workers further 
showed (1985), that casern had a like effect on fat removal from the liver 
The lipotropic action of casein is dependent on one of its component 
ammo-acids, methionine The pancreas however also possesses another 
active factor besides lecithin called lipocaic, the action of which is pro- 
bably dependent on liberation of methiomne from combination (Chaikoff, 
Enteimian and Montgomery, 1945) and rendering it available for lipo- 
tropic action Choline is by far the most lipotropically active member 
of the vitamin B complex Its activity is dependent on the fact that it 
possesses in its chemical structure loosely attached methyl -CH, radicals 
which are avilable for the com ersion of liver fats into phospholipids 
(phosphorylation) an essential intermediary stage m fat transport m the 
absence of which fat accumulates m the liver and damages it Goldblatt 
and Gyorgi (1935) showed that rats fed on a basal diet deficient in vita- 
min B complex but supplemented with vitamin B,, riboflavin and 
pyridoxme exhibited fatty infiltration and necrosis of the liver which 
cpuld be prevented bj the addition of yeast They therefore concluded 
that liver changes of nutritional origin could be correlated to a deficiency 
of a part of the vitamin B complex other than thiamine, riboflavin or 
pyriodoxme The same workers m 1942 produced dietetic necrosis and 
cirrhosis in rats fed on a low casein diet v ith a hi'di fat content and with- 
out choluie Administration of choline alone reduced the seventy of the 
injury but adinmstration of choline with cystine or of methiomne pre- 
vented the injury altogether 

Other members of the vitamin B complex are also instrumental m 
the deposition or removal of liver fat Thus thiamine is necessary for 
the development of fatty liver due to choluie deficiency (McHenry, 1986) 
Biotin causes a considerable deposition of liver fat which is prevented by 
inositol but not by choline (Garvin and Me Henry, 1940-41) Pyri- 
doxme is said to exert a lipotropic action (Gyorgi, 1944) A deficiency 
of riboflavin has been found to allow fatty infiltration of the liver 

Experimental Dietetic Liver Injury 

Goldblatt and Gyorgi by their experiments thus brought about a 
complete reorientation of outlook on the pathogenesis of hepatic injury 
showing that this could be produced by dietic imbalance alone They 
paved the way for Hunsworth and Glynn (1944) who brought forward 
evidence to the effect that there were two main types of liver injuty 
that could be produced by abnormal diet in rats With i diet deficient 
m protein particularly in cystine, the liver showed evidences of massive 
necrosis, later going on to post-necrotic scnrrmg On the other hand, 
w ith a high fat diet or with a deficiency of lipotropic facte rs, the rats 
show ed fatty infiltration and later a diffuse hepatic fibrosis It is this 
second type of hepatic injury that is of interest to us in connection with 
the discussion today The protective action of choline and of casein 
in the prevention of fatty infiltration has already been mentioned 
The latter derives its actn lty from the presence of one of its component 
•lmino-acids viz methiomne Methiomne like cholme lias a free methj 1 
CH 3 group available for com ersion of fat to phospholipids 
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CltiUcal Examples of Dulchc Livci Injury 

YU the above data have been accumulated by dietetic ex-penments 
on animals In human beings it is more common to obtain states of 
multiple deficiencies which upto now formed heterogeneous complexes 
defj mg s\ stcmutie relationship of cause to effect Thanks to intense 
experimental study* only an infinitesimally small fraction of which is 
presented nbo\ e, many more clinical conditions are emerging from the 
cloak of mystery w Inch once enshrouded them into the realms of rational 
thought 

Tiojncal lit patomegaly 

It is not a long stretch of imagination to take our minds from 
Himsw ortli’s rats fed on a deficient diet to the inadequately nourished 
people of Asia and Africa, among whom fatty infiltration and cirrhosis 
arc so common Yccording to Himsworth, most of these cases can 
be again put into one of two categories' Those of rapid development 
c g of acute massive necrosis with residual post-necrotic scarring (acute 
or subacute yellow atrophy resulting m multiple nodular hyperplasia) 
associated with cj stine deficiency Others of more insidious develop- 
ment e g fatty infiltration going on to diffuse hepatic fibrosis due to a 
deficiency of lipotropic factors The work of Radhaknshna Rao 
(1985-SG) on so called “infantile biliary cirrhosis” suggests that these 
cases again are examples of a dietetic deficiency of cystine or lipotropic 
factors, giving rise to a subacute toxic necrosis, the dietetic demands of 
the grow tli period .accentuating the poverty of the diet Toxic factors 
however can by no means be excluded m these cases of tropical hepatic 
fibrosis 

No discussion m the relationship of the diet to liver function would 
be complete without reference to the. work of Gillman brothers m South 
Africa A condition variously known as “Kwashiorkor”, “Infantile 
Pellagra” or “Malignant Malnutrition” occurs among children m South 
Africa It is characterised by dermatitis, oedema, angular and labial 
stomatitis, steatorrhoea, a macrocytic anaemia and a large fatty liver 
These workers in following up cases with serial liver biopsies were able 
to show fatty changes going on to diffuse fibrosis in cases of long stand- 
ing This then was strong clinical support for what Himsworth had 
experimentally show n mz that nutritional deficiency particularly of the 
elements of the vitamin B complex (particularly choline) was apt to 
produce a fatty liver, which condition was preliminary to a diffuse 
hepatic fibrosis Gillman and Gillman found no improvement m these 
cases on treatment with vitamin concentrates and administration of liver 
extracts was only of slight benefit They however discovered that with 
exhibition of powdered hog’s stomach 10 gms per day, improvement was 
dramatic and in a few days bver fat was considerably depleted This is 
just one of those numerous examples m the human economy where in a 
-senes of changes once initiated lose context with their etiological agents 
and themselves set off a tram of secondary consequences which no longer 
responds to treatment of the prime cause 

Here, for instance, the immediate effect of the dietetic imbalance was 
-a fatty infiltration of the liver and an upset of fat metabolism l This 
latter condition lends, to a depression of secretion of gastric pnnciples 
At this stage vitamin therapy is ineffective whereas replacement 'of 
gastric extracts breaks the cycle and improves the condition ‘ This may 
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provide explanation for those cases m our series which showed little or 
no improvement in liver function on saturation with vitamin B complex 
Alcoholic Cirrhosis 

The close association of cirrhosis of the liver with alcoholism, has 
been noted for many years At one time, there was a tendency to 
to consider the relations to be one of cause and effect O’connor has 
shown that diffuse fatty infiltration with an enlargement of liver can 
nearly always be demonstrated as an early change in alcoholism, and 
when this is persisted for some time a diffuse hepatic fibrosis sets m 
ultimately resulting in the finely granular shrunken liver of alcoholic 
cirrhosis It is now generally conceded that the liver damage m chronic 
alcoholism is essentially dependent on a nutritional defect Alcohol, 
itself deficient m lipotropic factors sets up a chronic gastritis with anore- 
xia and achlorhydria resulting m a diminished intake and absorption of 
both lipotropic principles viz cholme and of protein , the former being 
responsible for the preliminary fatty infiltration 

Diabetic Hepatomegaly 

Again fatty infiltration of the liver and cirrhosis are not infrequent 
concomitants of diabetes melhtus Here they are probably associ- 
ated with a deficiency of hpocaic from the pancreas and also the 
heavy drain placed on the dietetic lipotropic factors as a result of the 
abnormal Carbohydrate and fat metabolism Indeed depancreatised 
dogs kept alive on insulin show fattv changes m the liver which if un- 
treated go on to a diffuse fibrosis but w Inch can be reversed by lipocaic 
and choline given m adequate amounts 

The Relationship of Fatty Infiltration to Diffuse Fibrosis 

The relationship of fatty infiltration to diffuse fibrosis has been 
much discussed It has been suggested by O’connor that fatty infiltra- 
tion is an essential preliminary stage to cirrhosis in alcoholic hepatitis 
Again, as has been mentioned, m the depancreatised dogs and m diabetes, 
fatly infiltration a 1 way's precedes the development of diffuse fibrosis 
Himsworth has found a similar sequence of events in Ins choline deficient 
rats viz fatty infiltration going on gradually to a diffuse fibrosis 
Both Himsworth and O’Connor conclude that the swelling of the paren- 
chyma cells by' deposition of fat leads to a narrowing of the smusoids, 
impeding the interlobular circulation, the blood as it passes slowly 
tlirough the sinusoids is deprived of its nutriments and oxygen almost 
completely' bv the time the centre of the lobule is reached and the cells 
situated here gradually degenerate and disappear At the same time 
.the anoxemia leads to connective tissue proliferation resulting m a 
diffuse fibrosis Furthermore, it is immaterial with wha 1 - substance the 
cell is infiltrated, be it gly'cogen or cholesterol as in disturbed metabolic 
jirocesses, or silica-gels as in the experimental animal, the process is a 
purely mechanical affair, in every' ease there is an obstruction of the in- 
trolobular circulation resulting in malnutrition and degeneration of the 
parenehy'ma and later" tc a fine fibrosis 

All these clinical examples of hepatomegaly discussed above viz 
“Tropical Cirrhosis”, ‘‘Alcoholic Cirrhosis” and “Diabetic Hepato- 
megaly”, illustrate th e eflect of a deficiency of lipotropic factors such ns 
choline and also incidentally of proteins on liver health As cholme is 
considered to be an important factor of the vitamin B complex they' serve 
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to emphasise the role of these vitamins in maintaining normal liver 
structure and function 


SB1IMU1 AND CONCLUSIONS 

(1) An attempt has been made to assess the effect of large doses of 
\ ltannn B complex on the liver function of individuals showing evidences 
of deficiency of these vitamins chmenlly and on urine analysis 

(2) In 10 cases, out of the 15 investigated, there was an improve- 
ment of Incr function 

(3) A correlation of the tests of liver function carried out in the 
present scries reveals that the bromsulpholem and bilirubin tests are 
most sensitive for they showed improvement in all the 10 cases The 
thymol turbidity and cephahn oholcsterol tests seemed also of value 
being improved in 9 and 0 cases respectively The A G ratio improved 
in 9 cases and in 5 of these cephahn cholesterol test also showed a 
change for the better, indicating the intimate mter-relationslnps of 
these tests The close association of the tlijmol turbidity with 
the excretion tests is discussed 

(4) In 5 cases, oedema was present in spite of the fact that the 
plasma proteins and serum albumin ivere above the critical level for 
oedema 

(5) An assessment of niacin alone in the urine, m no way indicate 
the degree of saturation of the body with this vitamin 

(6) The role of vitamin B complex in b ver function and the possible 
relationships of a deficiency of these vitamins to fatty infiltration and 
d'ffuse fibrosis of the liver are discussed 
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Critical Notes' and Abstracts ' 

MEDICAL PROGRAM OF THE ATOMIC ENERGY COM- 1 
MISSION 

Dr Shields Warren in a recent discussion of the medical program 
of the Atomic Energy Commission points out that ionizing radiation 
may affect the body m two ways first, as an external radiation such as 
from the conventional X-ray tube, secondly, as an internal radiation 
such as occurs from the administration of radioactive Substances 
It is stated that there is no way to tell by the examination of a single 
cell or tissue whether the radiation effect has been produced by neu- 
trons, by 200 kilovolt roentgen rays or by the gamma rays of radium 

The predominating effect that occurs is assumed to be brought 
about through interference with the nucleic acid of the cell In internal 
radiation because of the specific affinity of certain tissues for specific 
elements and because of the relatively short range of many of the types 
of radiation emitted by various isotopes, some degree of selective loca- 
lized radiation may be obtained i 

In determining the therapeutic value of any radioactive isotope, 
seveial factors must be taken into consideration First, the inherent 
1 oxi city of the substance itself Secondly, the half-life of the ftiatenal, 
“material which has a long half-life is much more dangerous from the 
standpoint of possible excessive radiation than one with a short half- 
life ” Thirdly, the degree of localization is impoitant, for example, 
radioactive sodium is relatively limited m use because of the high 
degree of diffusibility of the ion Fourthly, the range and type of 
radiation which tend to limit the region effectively irradiated to the 
vicinity of localization is important Fifthly, the element must be 
such that its specific activity is reasonably high preferably about 1 
milhcune per milligram of element Doctor Warren indicates that 
there are relatively few substances that fulfil all these desirable 'Cri- 
teria 

The medical program of the Atomic Energy Commission is dis- 
cussed The program is divided into four sections one, the main- 
tenance of health of the workers of the Commission and its contractors, 
second, protection of environmental health imolvmg such problems 
as waste disposal and possible contamination of sunoundmg a,ea, 
third, the development of sui rounding research m problems peculiarly 
related to atomic energy itself, and fourth, direct cancer research with 
the very shore-lived radioactive isotopes that aie available at the 
various installations of the Atomic Energy Commission 

The Atomic Energy Commission is also conducting a fellowship 
training program under the auspices of the National Research Council 
and provide.- up to 100 pre-doctoral fellowships and 75 post-doctoral 
fellowships annually The pre-doctoral fellowships can be made 
available to medical students who desire to interrupt their training 
at the end of the second yeai to undertake a year of fundamental re- 
search in this new field 

(Warren Shields Boston Mao Medical Program of the Atomic Energj Commission Journal 
of the American Medical Association 138 1227 1228 December 25 3048 ) 
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VITAMIN K AND ITS EFFECT ON DICUMAROL-INDUCED 
HYPOPROTHROMBINEMIA 

i In a recent report by E J Boyd nnd E D Warner, dealing with the 
effect of vitamin K on dicumnrol-mduced hypoprotlirombmenna, a 
two-stage method of prothrombin determination was used B\ thts 
method, the conversion phase is separated from the clotting phase, 
eliminating the rate of conversion of prothrombin to thrombin as a 
factor m prothrombin measurement The authors considered this 
method more reliable, since the one stage method is objectionable in 
that it depends not only on the concentration of protlirombin but also 
on the rate of conversion of prothrombin to thrombin 

Adult albino rats of the Sprague-Dawley strain were used They 
vere maintained on a diet which contained adequate amounts of vita- 
min IC, since it was considered desirable to parallel as closely as 
possible clinical conditions m which the diet is not likely to be deficient 
in vitamin IC, nnd to measure prothrombin concentration only DicU- 
marol and menadione ivere given by stomach tube, and Hykinone 
■was given by nitrapeiitoneal injection Both the vitamin K prepaia- 
tions nnd Dicumarol were given as daily doses Prothrombin titration 
by the two-stage method was performed on the plasma 

The great variation in clinical result is, m the opinion of the 
authors, due to the vide diversity of methods used to estimate pro- 
tlirombin and the lack of control possible only m experimental animals 
There also is evidence that the dilute jilasnm technique have much 
greater standard deviations on duplicate determination than do whole 
plasma techniques The j ossibility that vitamin IC affects factors 
which govern protlirombin conversion as well as those which control 
its concentration is considered This could explain the protective 
action of vitamin IC against Dicumarol which has been reported by 
Workers using the one stage method The prothrombin level, as deter- 
mined bv the two-stage method, varied considerably, m rats tieated 
with Dibumarol There was definite recovery phase soon after the 
initial fall in prothrombin caused by Dicumarol It was found that 
menadione and menadione bisulfite in large doses had no detectable 
counteracting effect on the prothrombin level of rats 

(Boyd E J >r d Iowa CJ t j Iowa, Warner ED w d Effect of Vitamin K on Dicumarol 
Induced Ilypoprothrombinemln in Rats The Joumnl of Laboratory nnd Cllnfcal Medicine No\ ember 
1048 Warner E D Brlnkhous K M and Smith II P A Quantitative Stud\ on Blood Clotting 
Protlirombin Fluctuations Under Experimental Conditions^Amerlcan Journal of Physiology 1 14 067 
1930 Warner E D Brinldious K M and Smith H P The Protlirombin Comcrsion Rate in 
Various Species Proc Soc Exper Biol nnd Med 40 197 1939 ) 

INTRAVENOUS OXYGEN IN BRONCHIAL ASTHMA 

Markow, et al, recently studied the effect of intravenous oxygen 
in a series of nine cases of severe bronchial asthma The oxygen was 
administered in amounts ranging from 8,000 to 22,000 c c m one, two 
or three stages The oxygen was usually given just after the onset 
of an attack Vital capacities in all cases were increased from 800 c c 
to J ,800 c c or from 80 to 87 per cent In all cases there were some 
degrees of immediate clinical relief, appearing from five minutes to 
two hours after therapy Tlus was evidenced by lessening of dyspnea 
and wheezing respiration Some improvement, for a minimum of at 
least ten days, followed the treatment However, m five of the cases 
w'ho received from 8,000 c e to 22,000 c6 of oxygen, clinical improve- 
ment was maintained for from four to six months 
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The absence of untoward incidents in the treatment was believed 
by the author to be due to the slow administration and the low pressure 
of the flow of oxygen In this case, the Zeigler technic and apparatus 
with 200 percent (commercial) oxygen was used Oxygen was ad- 
ministered at the rate of 600 c c per hour at a pressure just slightly 
above venous pressure The oxygen was allowed to flow for periods 
from two to 17 hours without interruption except when it became 
necessary to clear the needle of an occasional clot The authors were 
unable to determine whether or not the intravenously injected oxygen 
acts therapeutically in a manner similar to inhaled oxygen or whether 
some othei therapeutic quahty of oxygen itself was producing an effect 

(Murkow Harry eta!, Beth El Hospital Brooklyn. N Y Effect of Intravenously Administered 
Oxygen on Symptoms and Vital Capacity in Brondiiai Asthma Annals of Internal Medicine 29 
007 022 October, 1948 ) 

A STUDY OF PSYCHIATRIC NEEDS IN REHABILITATION 

The New York City Committee on Mental Hygiene recently studied 
the extent and natwe of jsvchiatric problems among men m New 
York City excluded from mihtarx service for neuropsychiatric disabi- 
lities They proposed to determine the severity of handicapping, the 
numbers needing psychiatric help, the kinds of psychiatric help needed 
and the possibilities of reducing the gap between present needs and 
present resources for psychiatric aid The -tudv was made by inter- 
viewing 814 men rejected and 899 men discharged for neuropsychiatric 
disabilities These were selected from ten selective service boards 

Ten categories of disturbance were studied However, the large 
majority of cases fell within the fiist two groups, that i», psychoneu- 
roses and inadequate psychopathic personality Among other interest- 
ing facts developed m the study, it was discovered that many of the 
men demonstrated to need psychiatric acid refused lieatment because 
of the fear and scorn popularly associated with psychiatric disorders 
The mention of psychiatry'' still suggests to most persons the “frighten- 
ing implications of insanity' and lunatic asylums ” Interview res- 
ponses from patients needing treatment contained rubber stamp 
phrases such as “nut doctor” for psychiatrists, and “Don’t tell me 
I’m loco,” and “I’m not wacky ” 

Many patients during the course of the interview expressed great 
relief at the assurance that they were not “crazv” or “slaphappv” 
and subsequently agieed to undertake extended treatment Many 
who are unwilling to admit the psychiatric nature of their complaints 
were willing to take medical treatment but not psychiatric treatment 
The gap revealed between numbers of discharges needing psychiatric 
help and those who would accept it was painfully laige However, 
the gap between those who needed help and those receiving it was much 
greater 

Of those who needed help, only 26 percent were willing to accept 
it and only 5 percent were actually receiving psychiatric aid Further- 
more, 61 percent of the men who need and want psychotherapy require 
free service and the remaining 89 percent, with but few exceptions, 
could pay for only low cost care The authors concluded that greatly 
increased budgets and staffs will be imperative for supplying even 
partiallv adequate sen ice However, given the necessary insight, 
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training, determination and recognition of w hat is required, much can 
be done e\en under present limitations 

(Pijclilntric Nocdi in Ilclmbllllnllon A Slti<l\ 1>\ the Non Sork C1U Committee on Mental 
II\ plcnc of tlic State Charities Aid Aasodnt ion. New \ork N S 1048 ) 

AUREOMYCIN THERAPY IN HUMAN BRUCELLOSIS 

Spink, et nl, report a study a»d observations made in 24 patients 
with human brucellosis who were treated with aureomycin In all 
24 patients one or more positive cultures of brucella melitensis were 
obtained Tliere were 10 female and eiglit male patients and the 
duration of illness \aned from a few days to a year Six of the 24 
patients had been previously unsuccssfully treated with streptomycin 
or with combined streptomycin and sulfadiazine At first the patients 
vere treated with one half Gm of nurcomyem e\ ery si\ hours coupled 
with 1 to 3 Gm of sulfadiazine daily for a period of 18 days 

Results obtained with tins group were so successful that eight 
patients were subsequently treated with aureomycin alone wuth equally 
good results E\erj patient was febrile before treatment started and 
tempernture returned to normal two to three days after initiation of 
treatment Two of the patients were subsequently treated a second 
time because of recurrent fc\er m spite of the fact that blood cultures 
had remained negatnc No serious toxic complications resulted from 
aureomvein therapy However, 12 of the 24 patients experienced a 
sudden rise in temperature eight to 12 hours after the first oral dose 
The only other side effects noticed were occasional nausea, vomiting 
and mild diarrhea These manifestations were transitory 

The authors concluded that in spite of the excellent and encou- 
raging results produced by aureomycin m these series of cases, that 
they are only now considering the immediate therapeutic value of 
aureomycin and that a long period of follow-up studv wull be necessary 
in order to completely ei aluate the drug for this disease The patients 
are now being closely followed and a statement concerning the possi- 
bility of bactenologic relapses will be made at a later date 

(SpinL YVcslcj W clnl Aureomvein Tlierem in Human Brucellosis due lo Brucelln Melitensis 
Journal of the American Medical Association, 138 1145 1148 December 18 1048 ) 

OPTIMAL DOSAGE AND METHOD OF ADMINISTRATION 
OF DIGITONIN 

A recent investigation concerning the optimal dosage and method 
of administration of digitalis glycosides was made by Harold J Stewart 
and Abbott A Newman In then studies with digitoxm, they chose 
slowing of the ventricular rate as a satisfactory guide to digitalis effect 
Patients with auricular fibrillation were studied for tins purpose 
The authors attempted to reduce the rapid ventricular rate in auri- 
cular fibrillation in 24 hours to around 70 to 75 per minute, which is 
the rate considered optimal for therapeutic purposes The amount 
of the drug, which by complete absorption in 24 hours wall slow the 
ventricular rate to around 70 to 75 per minute would be considered 
optimal for clinical use of the drug This appears to be approximately 
the same for all adult patients irrespective of body weight 

The therapeutic digitalization m patients with normal sinus 
rhythm, in whom there is not the guide of heart rate as in patients with 
auricular digitalization, could then be achieved by using the same 
amount of the drug that slowed the \ entricular rate m pati ~ v ith 
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auricular fibrillation to around 70 to 75 per minute Spreading the 
amount of the drug to be given for full digitalization over a period of 
18 hours does not increase the amount of the drug needed, because 
excretion during the first 24 hours can be neglected for clinical pur- 
poses, or at most could only make the difference of one daily main- 
tenance 

A review of the records of 22 hospital patients who had auricular 
fibrillation for which they received digitoxm disclosed that 1 2 mg 
of the drug given within a 24 hour period, generally failed to reduce the 
heart rate to between 70 and 75 per minute The records of patients 
suffering from hyperthroidism were excluded, since larger amounts of 
digitalis are required to achieve slowing of the ventricular rate The 
dose of 1 2 mg was considered to be inadequate given orally or intra- 
venously 

The authors are of the opinion that insistence upon 1 2 mg as the 
average full therapeutic digitalizing dose if digitoxm is most unfor- 
tunate, lulling physicians into a false sense of security, when patients 
have secured full benefits from the use of the drug They have stated 
that the average maintenance amount of digitoxm should range bet- 
ween 0 1 and 0 2 mg Acceptance of the maintenance dose of 0 2 mg 
is considered hazardous for daily use since instances of toxic effects 
after some months of such usage are non coming to light In conclu- 
sion, the authors add that it is moie difficult to keep patients m equili- 
brium maintenance dose of digitoxm than with the whole leaf 

(Stewart Harold J, New ’iork Citj, Newman Abbott A The Amount of Dlgitoxln 

(DlgltaUne Nativelle) Reoulred for Adequate Digitalization, American Heart Journal November, 1048 
Stewart, H J Crane N F Del trick J E and Thompson , W P Actidnof Digitals In Compcnsnl 
ed Heart Disease, Archives of Internal Medicine 62 547 1048 ) 

THE ADRENOCORTICAL FUNCTION AND ITS POSSIBLE 
RELATIONSHIP TO THE LEUKEMIC STATE 

The purpose of an investigation by Dr Louis Levin v as twofold 
(1) to determine, by available criteria, the degree of activity of the 
adrenal cortex of animals suffering from lymphatic leukemia, (2) to 
attempt inhibition of the development of transmitted lymphatic leu- 
kemia by the administration of 11-dehydrocorticosterone, the only 
pure adrenocortical steroid available m sufficient amount The 
animals were kept under constant, adequate conditions until the 
leukemic syndrome, whether spontaneous or transmitted, was definitely 
established The mice used were the inbred leukemia susceptible 
AK strain of Furt 

When indications of leukemia were apparent, the animals were 
autopsied No animal was included in the leukemia groups unless 
there was definite hypertrophy of the spleen and lymph nodes The 
weights of the spleen, lymph nodes, and liver were good indexes of 
whether or not leukemia was present The adrenals were immediately 
covered with 2 ml of acetone-alcohol (1 1), finely ground with the aid 
of a small amount of sand and a stirring rod 

The extraction with the hot acetonealcohol mixture ‘was repeated 
three times The extract was then cooled and filtered An aliquot 
of the filtered solution was used for total cholesterol determinations 
by the Sperry-Schoenheimer method When mice were treated with 
Il-dehyrocorticosterone, they received daily subcutaneous injections 
of the steroid, beginning at the time the animals were inoculated to the 
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time of autopsy The author considers the administration of 11- 
dehydrocorticostcrone to have had little or no effect on the develop- 
ment of the leukemic syndrome, since the effect of the 11-dehydrocor- 
ticosterone treatment on the adrenal cholesterol concentration appa- 
rently partially prevented the decrease in adrenal cholesterol accom- 
panying the leukemic syndrome m the AIC strain mice, but in the AF 
leukemic mice, such treatment did not prevent the loss of adrenal 
cholesterol 

Although 11-dehvdrocorticosterone has a good glycogenic effect 
in mice, it is possible that it is not so effective in preventing develop- 
ment of leukemic changes as, for example, ll-dehydro-17-hydroxycorti- 
costcrone, the compound reported by Heilman and Kendall to inhibit 
the growth of mouse lymphosarcoma It is also conceded possible 
that the adrenal changes observed are merely the expression of a re- 
action to the stress of the disease process on the organism as a whole, 
and that other criteria of adrenocortical activity must be studied 
before a direct relation between the adrenal cortex and the develop- 
ment of luekeima may be considered ns established 

(Levin Lnuiii rh n On the Possible nclfitIon**hip Between Adrcnocortlcnl Function and the 
Leukemic State Cancer September 1048 Furtli J mid Stramln M Studies on Transmissible 
Lymphoid Leukemia of Mice Joumnl of Experimental Medicine 53 715 701 1031 Speirj , \\ M 
Publication of the >,cw ork State Pffvchntric Institute 1042 Heilman F R and Kendall E C 
Influence of 11 dchydro-17 hvdroxveortlocoflterone (compound F) on Growth of Malignant Tumor 
lnt}icMoUfle Endrocrlnology 34 410 420 1 044 ) 

METABOLISM, TOXICITY, AND MANNER OF ACTION 
OF GOLD COMPOUNDS IN THE TREATMENT OF 
ARTHRITIS 

An intensive study of the metabolism and toxicity of the various 
gold compounds used is presented by Walter D Block, Ph D , Naomi 
C Geib, M S , and William D Robinson 31 D , under the auspices 
of the Rackham Arthritis Research Unit, Medical School, University 
of Michigan It was found that when gold compounds are injected 
intramuscularly into white rats, the gold is deposited in various tissues 
of the bodv, primniily m the liver and kidnev The amount and site 
of deposition seem to depend on the physical properties of the com- 
pound studied 

The authors became interested m whether the respiration of these 
tissues as measured by oxygen consumption is influenced by the pre- 
sence of gold and whether a correlation exists betw een the concentra- 
tion of gold m the tissue and its rate of respiration Ifsuch a relation- 
ship did exist, it might provide an insight into the mechanism of 
gold toxicity Using the Warburg technique, it was found that the 
oxygen consumption of rats in the kidney and liver dices was inhibited 
in vitro by the mcigamc compounds, gold chicnde and gold sodium 
thiosulfate The m vitro inhibition of oxygen consumption of rat 
kidney slices observed with gold sodium thiosulfate is not lessened bv 
the potential thiol compounds cystine and methionine, nor by BAL 
or thiomahc acid having thiol groups, however sodium thiogicose 
does lessen the inhibition of oxygeij consumption 

The effects of BAL and thiomahc acid may be masked by the 
fact that these compoundsin themselves produce inlubition ofrespiration 
The in vitro inhibition of oxygen consumption of rat kidney slices 
caused by gold chloride is appreciably reduced by thiomahc acid, B/ 
1-cystine, and sodium thioglucose, but not by metluoni vsteir 
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cururc alone m one ease ol hcmnlom\ elia, one of dystonia musculorum 
deformans, one of Friedrich’s nta\ia, two of multiple scleiosis 

Ten out of 14 patients receiving the combination of curare and 
piostigminc demonstrated an augmentation of ncuro-muscular activity 
and fn c of this group showed the protracted relaxation effect Many 
points are control crsinl Complicating factors are the ocular muscle 
imbalance, heaviness of the lids, and muscular relaxation The author 
quotes clinical observations of Wlntaere and Fisher who have achieved 
with the use of curare ns the sole anesthetic agent complete anesthesia 
ns an additional argument for the hvpothcsis of a central action of 
curare 

The author concludes that sullicient clinical support to the labo- 
ratory evidence has been given that m addition to its peripheral para- 
lyic action, curare has an independent action on the central nervous 
system, probably a depressant action maximnll\ on the subcortex 

(Berman S DelroH, Mich The IhffcclH of Cururc nnd l'roMlgaininc on the Central Nervous 
Svitcm Connecticut State Medical Journal December 1048 Bennett \ E. t umre in Convulshc 
Shock Thcrnp>, The Trained Nurse nnd Hospital Rtrvicw March 1040 ( ullcn S C Clinical 

1 aboratorv OlHcrvnlions on Use of Curare During Inhalation VnciJkcsin Anct.thariolop> 6 100-17} 

March 101-4 \\cst R : Curare Phnrmacologj Proc Ro\ Soc Med vol 28 pp 505 578 1035 
\Vhitncre II J nndhishcr A J Clinical Observations on the L at of Curare in Vncsthcsla \nc*- 
thcsiolopj \ol 0, March 1035 ) 

TISSUE EXAMINATION IN RHEUMATOID ARTHRITIS 

The presence of nodular inflammatory lesions in skeletal muscles 
of patients with rheumatoid arthritis nnd similar lesions described m 
other diseases led Sterner and Chason to determine from biopsy material 
the incidence of cellular infiltrations in other diseases Attempt is 
made to establish differential diagnosis on histologic appearance of 
polymyositiC nodules in rheumatoid arthritis Sections from the 
gastrocnemius and deltoid muscles and occasionallv from other skeletal 
muscles were studied in 27 patients with typical rheumatoid arthritis 

For controls skeletal muscle was taken from 120 other patients in 
which cellular infiltrations might be expected to occur All the muscle 
specimens were taken either at biopsv 01 during amputations Tissues 
w r erc routinely fixed in formalin and stained with hematoxylin and 
eosm Multiple sections and special stains were made whenever 
indicated Control tissue w r as taken from 12 normal persons, 70 
patients with atherosclerosis, and gangrene, also diabetes, 10 patients 
with disseminated lupus erythematosus, four with thromboangiitis 
obliterans, four with dermatomyositis, four with trichinosis, four with 
scleroderma, six with miscellaneous disease of muscle, and six with 
non-rheumatoid polyarthritis (including one with rheumatic fever) 

In the clinically typical rheumatoid arthritis, nodular infiltrations 
were composed most commonly of an inner group of lymphocytes with 
an outer layer of irregularly disposed plasma cells Some of the larger 
nodules contained an inner core of cells of epitheloid appearance 
Such nodules were found in 26 of the 27 rheumatoid arthritis patients 
Nodules were sharply circumscribed and were always located m the 
endomysium and/or the perimysium and rarely in the epimysium 
Adjacent muscle fibers revealed varying degrees of degenerative change 
which was secondary to the inflammatory reaction The single case in 
which nodular infiltration was not found was that of a 74-year old 
W’oman who had hid arthritis for ovei 80 years The histopathologic 
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characteristics of the mfiltiates were such that differential diagnosis 
could be made without difficulty 

In six of seven patients with disseminated lupus erythematosus 
in whom cellular infiltrations were present, the muscle lesions were 
differentiated In the seventh patient the lesions were so similar that 
differential diagnosis was not possible Histopathologic differentiation 
was easily made in 125 of the 126 controls In the controls, mfiltra 
tions were usually poorly circumscribed and often appeared to be 
extending into the muscles Infiltrates were composed either of neu- 
trophils only, or of a diffuse mixture of neutrophils and lymphocytes 
and sometimes a few scattered phagocytes, eosinophils, and plasma 
cells In all patients in whom cellular infiltration was found, joint 
pains were a prominent symptom 

(Steiner Gabriel mu uml Clmson J L m i> Differential Diagnosis of Rheumatoid Arthritis b> 
Bio»p> of Muscle American Journnl of Pntholops Vol 38 No 32 p 031, December, 1048 ) 

EFFECT OF ATABRINE ON CARDIAC ARRHYTHMIAS 

The authors discuss the physiologic and pharmacologic properties 
of atabnne and quinidmc, which arc shown to parallel each other closely. 
Twenty-six patients with auricular fibrillation, were treated with atab- 
rmc with successful results m 7 3 of 27 trials Included m the 14 pa- 
tients in whom atabnne was unsuccessful were five patients with 
thyrotoxic heait disease and one patient with fatal pheochromocvtonia 
with rheumatic heart disease 

Qumidme administered before atabnne was used w>as meffectn e 
m 16 trials In those patients in whom atabnne failed to restore a 
normal rhythm digitalis and/or qumidme w r as of no avail m all but one 
instance Six patients with cardiac arrhythmias other than auricular 
fibrillation were treated with atabnne, included were two cases each of 
nodal tachycardia, auricular flutter, and ventricular tachycardia 

Atabnne w'as successful in three of these six cases, two of the 
unsuccessfully treated patients died shortly after treatment, and 
autopsy revealed coronal y occlusion The best results with atabnne 
therapy occurred m older patients with arteriosclerotic cardiovascular 
disease and in vounger patients in whom the arrhythemia was of less 
than 48 hours’ duration The time at which the arrhythmias dis- 
appeared after atabnne therapy approximated the time at which the 
maximal blood lecels were reached following intramuscular injections 
of atabnne The number of patients in whom cardiac arrhythmias 
were successfully treated wuth atabnne is too small to permit the use 
of Pearsoman technics but large enough to merit further observation 
and trial of this drug 

(G rtler Menard M Boston Mass and A ohalem Stephen B i The Effect of Atabrine (Quimcrine 
IIj drochloride) on Cardiac Arrhythmias American Heart Journal 37 70 03 January, 1W9 ) 

USE OF ISOTOPES IN MEDICINE 

Paul C AeberSold, Ph D , furnishes specific data on distnbution of 
isotopes for medical and biological purposes during the past two years 
Isotopes were distributed from Oak Ridge, Tenn From August 1946 
through Maj of 1948, 21,103 shipments of isotopes for study m animal 
and human physiology and medical therapy were made Forty-three 
institutions are now using phosphorus of P-82 for medical therapy , 
38 institutions are using iodine m medical therapy , 119 institutions are 



Critical Notes and Abstracts 


Vf 

•A 83 

lining scscrnl of the isotopes in nil fields of study including investigative 
and therapeutic application 

0\ cr 70 per cent of all shipments Jin\e been for investigation in 
thcrnp\ and human pin siology , the remaining fields of study have been 
in chemistrv, pin sics, industrial research and metallurgy Of t-hose 
used more in medical therapy, 1-131 and P-32 account for the greatest 
part inasmuch ns the half-life of these 1-131 (eight days) and P-82 
(14 days) permit a much greater rapidity of decay and therefore ship- 
ments arc required more frequently Isotopes are being shipped to 
30 states m the United States, the largest amount is at present going to 
Massachusetts Illustrations of uses of C-l 4 m metabolic studies include 
(1) Protein metabolism with labelled annuo acids — leucine, glycine, 
hsine and amino adipic acid, alanine (2) Carbohydrate metabolism with 
labelled nilcnncdmlcs such as Incite , pvrm ic, oxnlnecticaud proprmomc 
icid and ( J) Fate of labelled fals 

Ollier illustrations of uses of P-32, S i5, Ca-4 o are also mentioned 
(The author mentions the fact that lmcstigators m foreign countries can 
obtain isotopes b\ application through the Commission Twenty- 
nine radioisosotopes of 20 elements which nrc of particular value in 
biologic and medical studies arc a\ adable It is stated that although 
international distribution has been in elTcet only 10 months, shipments 
hn\c nlrcnd\ been made to 14 countries The author considers that 
these studies are opening a new field for specialization known as 
“isolopoIog\ ” Although the use of these substances can be fraught 
with hazard there has been collected a large amount of knowledge on 
how to control them and with this knowledge and a healthy respect for 
the materials to be handled, safe conditions of work can be easily 
established 

( Vel>crMiUl Paul C Onk Ilidgc Tcnn Isotopes for Medicine Journal of the American Medical 
Aiftoclntlon I3d 1222 1225 December 1048 ) 

HORMONAL TREATMENT OF CANCER 

It is generally know n that the only hope for cancer depends on the 
complete destruction or removal of the tumor cell, but cure is difficult, 
if not impossible, when metastnses occurs Therefore, chemotherapy 
has been resorted to, experimentally, m an effort to find a cure that can 
be adapted to such a task McCulIagh, in a recent paper, states that 
sex hormones ha\ c shown more promise tiian any other form of chemo- 
therapy He warns that hormonal treatment of cancer is not without 
dangers, however, if it is used in improperly selected cases, and that 
the treatment is palliative, not curative 

In properly selected cases, the treatment is stated to reheve pain, 
improve health and prolong life According to Greer profound changes 
in the breast are frequently in association voth certain ovarian or testi- 
cular tumors, in some tumors of the pituitary and adrenal cortex, as well 
as breast hypertrophy m cirrhosis of the liver, malnutrition, in some 
instances, and during stihbestrol therapy for prostatic cancer Under 
some circumstances mammary enlargement occurs m association with 
testicular failure as wall as in eunuchoid men treated with testosterone 
There are a few reports of the development of human breast cancer 
following prolonged administration of estrogen, but it is stated that 
with the widespread use of estrogens more reports of breast cancer would 
be expected, if they were important as a cause The patients who 
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improve by the castration effects of the X-ray are almost entirely m the 
premenopausal group and unfortunately, beneficial response is consider- 
ed transient When it was disco’s ered that certain carcinogenic hydro- 
carbons influenced the grow tli of experimental malignant lesions, some of 
of these substances were tried m cases of human breast cancer Although 
it vould appear unlikely that excessive rate of growth of malignant 
breast tissue should be decelerated by substances uhich at one time 
accelerated the development of the same tissues, but such is the case 
< Although fa\ ourablc reports ha\ e been published on cases treated 
uith triphenyl clorethylene, fnphenyhnethylene, hexestrol and dienest- 
10 I, stilbestrol is still the most nidely used estrogen Undesirable 
Side effects of estrogen therapy nmy include loss of appetite, nausea, 
counting, diarrhoea, and sometimes edema, which may be important 
when the myocardium is nnpaii ed When high dosage is long continued, 

menorrhagia is hheh to supervene Good results include regression of 
the primary turnout, of soft tissue recurrences and of lymph gland and 
pulmonary mctastascs Pain from skeletal metastases may be relieved, 
but favourable response m them, otherwise, is doubtful There is great 
indn idual c ariation in response, but m all instances improvement is 
transient 

The chief d mger of estrogen therapy is that growth of an existing 
cancer may be accelerated in younger women In general, androgens 
have been found most useful m younger patients and in those who have 
skeletal metastases Among the most impressive changes following 
.testosterone therapy is a change in the roentgenologic appearance 
of skeletal metastases In some patients areas of demineralization 
become denser, suggesting deposition of new bone The untoward 
effects of stilbestrol therap)' in men maj'' include nausea, vomiting, the 
nipples and areolae become dark, and a striking degree of gynecomastia 
appears Castration and estrogen treatment for prostatic cancer should 
not replace surgery w here surgery holds any promise of cure Impotence 
ig also the rule when stilbestrol therapy is used in men In general the 
results of treatment with stilbestrol, though slower, are considered 
otherwise equal or superior to those following castration 

(McCullngh, E Pern , m d C!c\ eland Ohio The Use of Sc\ Hormones fn Cancer CIc\ eland Clinic 
Quarterly Vol 30 No 3, p 23 Jnnuar\ 3040 

Iladdow A Influence of Certain Pol>c\cHc Hydrocarbons on Growth of Jensen Hat Sarcoma 
Nature J36 808 800 November, 1035 ) 
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SYMPOSIUM DE HEMATOJ OGIA A HEMOTERAPIA-1948, by J Guasch, A Raichs, 
C Trlncno, R Sorlnjach, pp 522, Editorial "Miguel SerVet," BARCELONA-MADRID, 
1949, 22x16 cm 

The symposium consists of seven articles Every article lias a 
summary in English 

The first one is entitled “Penicillin m the treatment of the malignant 
ncutiopcmas, simple and combined ” It reviews a senes of 111 cases 
(85 from the literature and 1G authors’) treated with penicillin To 
combat sepsis responsible mostly for the fatal termination, m addition 
to the customary agents stimulating leucopoiesis, the authors advocate 
early and prolonged administration of large doses of penicillin (1 to G 
lacs units dmlv, intramuscularly) The second one “ Treatment of 
Kala-azar by splenectomy ” should be of great interest to us m this country 
In a senes of 8S cases of Kala-azar submitted to this surgical procedure, 
there w ere 5 operative deaths , 27 were declared os cured and in G the 
disease progressed to a fatal termination Though the author Inis ob- 
ser\ ed a cure m cases treated solely by splenectomy he advises this form 
of therapvonly m those cases of Kala-azar which are resistant to specific 
chemotherapy by antimony compounds Splenectomy removes the 
largest reservoir of the parasites m the body, and, what is more, by 
■abolishing splenic hyperfunction corrects the haematologic abnormali- 
ties The third article is on “ Constitutional clhploctjtosis ” The authors 
conclude that elhptocytosis is familial and is inherited as a simple 
Mcndclian dominant unrelated to race or se\ They studied m detail 
the blood pictures in a female camel and a male lama and compared the 
findings with those m the humans showing elhptocytosis They remark 
that m the former the changes in the red cells arc uniform and complete, 
while, m the latter, they are variable and incomplete “Leukaemia and 
pregnancy ” is a report of tw r o cases of myelogenous leukaemia treated 
by irradiation Both the patients had normal deliveries and the children 
were bom healthy “Blood picture in clinical allergy ” is a study of the 
antigens and the antibodies concerned together with the chemical and 
cytological alterations in blood w r ith special reference to hay fever and 
serum-sickness “Note on the distribution of the Rh factor tn Spam ” 
gives the results of typing 400 individuals , 860 were Rh+and 40 Rh — 
The frequency of the Rh — negatives among the different races m that 
country is discussed m detail The last article is on “ Therapeutics by 
the bone marrow way ” It deals at length with the local and general 
reactions produced by administration of varying volumes of fluids by 
the marrow route An interesting observation of the authors is that m 
children administration of citrated blood plasma or serum by this route 
l e less liable to produce reactions than m adults The indications and 
contra-indications for the use of this route for therapeutic purposes are 
discussed m detail and the technique used by the authors described 

Every section is copiously illustrated with tables, charts and photo- 
micrographs A few of the last are not reproduced satisfactorily An 
extensive bibliography is provided at the end of every article Y M B 

INDIAN HEART JOURNAL Vol 1 No 1, January 1949, Edited by B B Roy with the 
assistance of an All India Editorial Board for the Cardiological Society of India, 67, Dharm- 
tala Street, -CALCUTTA 13 Annual Subscription, Inland Rs 7/8/- Foreign 15s or 43 00, 
post free, 25 x 17 cm 

There are many misconceptions about the prevalence of cardio- 
ypscular disease jn India, Very little definite js known, though there 
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are many ‘opinions’ arid ‘‘experiences,’ about the involvement of cardio- 
vascular disease in a great many of tropical diseases and deficiencies 
There isai ast field for physiological and pathological study of cardio- 
vascular diseases as they occur m different parts Of India, and it is m 
fitness of things that physicians interested m this study should join 
together m a society to exchange ideas and to develop their speciality 
The cardiological society of India is a most welcome association and it is 
gratifying to note that the society has transformed their bulletin m a 
full-fledged Indian Heart Journal, the January issue of which publishes 
four original articles and two case reports of high scientific value If this 
high standard of the first number is maintained, we are sure, the journal 
will meet a long-felt need of many physicians in India interested m the 
problems of circulation We offer our congratulations and good wishes 
for the success of the new society and its journal 

THE CONQUEST OF TUBERCULOSIS by A T W Simeons, M D , Calcutta, Thacker 
Spink & Co , (Pp xl, 75, Rs 2/-) 1949 

s. X 

This booklet is meant for a patient suffering from pulmonary tuber- 
culosis and tells him what lie should do to conquer his disease The title 
w ill not help some ambitious politician or a health minister to find in it 
a weapon with which he may ride his hobby-horse and enter the Realm 
of Medicine as a conquering hero 1 

Dr Simeon’s book is written m a homely and direct language of a 
physician talking to Ins patient, imparting his faith, optimism, and 
enthusiasm to a depressed victim who sees only a bleak future m front 
of him There is much dogmatism and overstatement, but perhaps it is 
needed to arouse the enthusiasm of the patient Dr Simeons is 
concerned with the large number of cases of pulmonary tuberculosis for 
whom it is not possible to provide institutional treatment and pleads 
that it is possible to treat them in their own homes with equally good 
results if they are willing to take the trouble for about a year to get well 
His technique is to institute a regime of (1) voluntary immobilization 
for six to eight months, (2) partial invalidism for another four to six 
months, and (8)- rehabilitation for two to four months The cases, on his 
opimon, most suitable for home treatment with ‘voluntary immobiliza- 
tion’ are (a) all early unilateral cases which are suitable for artificial 
pneumothorax treatment, (6) bilateral cases where pneumothorax 
treatment is not wholly satisfactory, and (c) all cases of, even advanced, 
bilateral tuberculosis where other treatment is not possible Three 
types of clinical tuberculosis (1) the galloping type, (2) the general nuliary 
haematogenous dissemination type, and (3) the old, indolent cavity- 
type, do not respond to this form of therapy 

Dr, •Sihieon’s thesis boils down to \a) absolute rest at first and later, 
partial Test to allow natural healing processes a full scope , ( b ) surali- 

mfentation to supply energy, and (c) doubtful value of climate and 
environment in the control of tuberculosis Rest is perhaps the most 
widely -prescribed^ remedy mchmcal medicine for. a variety of.diseases 
and one t thinks of the emphasis "laid on it by Hilton and Hugh Opyh 
Thomas with their cry of “Rest, rest, and yet more rest ” Still we 
know 'very: little about the.physiology of bed-rest and its value in the 
restorationrof health Recently there has arisen a cry ngamstits indis- 
criminate use after surgical operations, after acute diseases, and in 
chronic, and even acute, heart disease, There is no scientific assess- 
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men! of 1 Is Miluc in chronic diseases such as pulmonary tu- 
berculosis Bra> has recently adv anccd the view that few patients 
mill small and symptomless lesions benefit from rest, (Amci Rev 
Tubi.ro 1945, 52, 483 ) He observed 67 subjects with early lesions who 
were allowed to live normal lues , there was a favourable response hi 
57, doubtful m 2, and unfavourable m 8 These results are similar to 
those claimed b}' Anibcrson, (J Amci Med Ass, 1987, 109, 1949), 
v ho treated minimal cases with bed rest Bray also studied 860 patients 
v ith incipient disease, 97 of whom had had approximately four months 
of strict bed rest before admission to a sanatorium, while the remainder 
had not Subsequently all patients were allowed to live normal lives 
m the sanatorium The course of events was similar in the two groups 
Rest is useful m actn c cases with symptoms, the control of which 
should guide the duration and degree of rest 

‘Food food, and ijctmorc food’ reminds one the old days of pounds of 
raw beef and mutton, and gallons of milk and codhver oil While over 
feeding the patient, is it possible to feed the bacillus also? May not one 
starve the bacillus out by some special technique? We know so little 
about the ‘nutrition’ of the tubercle bacillus in the human body that 
it is dangerous to be dogmatic 

As regards the climate, Fowler, after fifty years of sending patients 
to South Africa, Egypt, and Switzerland, came to the conclusion, that 
“it is possible to cure a raise patient suffering from pulmonary tuberculo- 
sis amjiohcrc , a foolish patient, nowhere ” One feels that even after some 
75 years of mtensiv e work, v\ e can do little to alter the natural course of 
pulmonary tuberculosis , mild and moderate cases do well , advanced 
cases go their own sweet way , we do not know when a mild case will 
suddenly become advanced, and we can rarely prevent the transforma- 
tion All our efforts are mere scratches on the surface of the vast 
problem 

Dr Simeon’s book may be recommended to every sufferer 
from pulmonary tuberculosis and to physicians who have to deal with 
tuberculosis There is much sound commonsense advice in it for all 


Our Problems a forum for discussion 

REMARKS ON RURAL MEDICAL SERVICE 

by 

A r W SIMEONS, m d 

Let us no longer speak of rural medical relief The word relief 
has a temporary flavour about it which is not appropriate What vye 
are looking for is a SERVICE to be planned, initiated, developed and 
expanded until the whole wide land is covered with a permanent net- 
work of medical services of reasonable mesh 

The problem is gigantic It goes deep down into the roots of the 
people, their hearts, their fives and their faiths It also touches the 
very foundations of medicine, modern, scientific medicine It is no use 
tinkering with such a problem which will turn the edge of little schemes 
however happily reasoned A few mobile units, some cottage hospitals, 
bribing or forcing young graduates to work in rural areas are surely 
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little more than ill-tempered and impatient scratches on an unyielding 
surface 

The administrative, the financial and the deeper intrinsic aspects of 
the problem, discouragmgly formidable m themselves, are further 
magnified by certain set ideas, fixed ways of thinking, never questioned 
notions into which a critical investigation might be worthwhile A little 
iconoclasm might help to clear an ay some obstacles in the path of evolv- 
ing a satisfactory rural medical service 

Let us scrutinize a few basic conceptions which appear to have been 
readily, perhaps all too readily, accepted by our planners 

A policy which has been, I think, generally accepted without 
question, even m that masterly plan laid down in the Bhore Committee’s 
report, is a centrifugal spread from the largest city centres to better 
hospitals in district centres and from there into smaller hospitals in 
smaller townships finally branching into numerous smallest hospitals in 
strictly rural market centres On closer examination it seems ques- 
tionable whether this centrifugal policy is the best possible solution , 
whether it is economical, efficient and really suited to the existing 
conditions in this country It is certainly not the way things have 
developed in other countries that have already advanced further 
than we 

It is generally true that the administrative and clinical efficiency 
of a hospital increases with its size To run a modern hospital providing 
only the barest minimum of essential specialists and technical facilities 
for medicine, surgery, midwifery, ENT, ophthalmology, dentistry, 
pathology and radiology with less than about 500 occupied beds is 
fantastically wasteful and expensive Yet any institution not providing 
all these services is not worthy of the name of a modern hospital 
It becomes a place where a sort of mass general practice is performed 
"Where the harrassed medical staff remain dilettanti m every branch and 
can at best offer third rate service A rural diabetes, caesarean, glau- 
coma, carcinoma of the larynx or a ruptured appendix does not differ 
from its urban counterpart and the rural population has a right to expect 
Government to provide facilities of which the best are only just good 
enough We must resist slipping into that unfortunate analogy that 
the primitive and backw'ard villager and his ailments can get along for 
the present with primitive and backward medicine such as he must get 
m anything but the largest hospitals Instead of using such funds as 
may be available for bringing hospitals into the villages it would seem 
more rational to concentrate on getting the villager into the hospital 
that can deal expertly with his case In other words we should plan 
for a centripetal development 

We should begin not by building new hospitals but by bringing 
existing ones up to a really modern standard and provide more accom- 
modation Telegraph wires and fleets of ambulances will far more 
effectively bring modern medicine into rural areas than the establish- 
ment of small so called hospitals which will ahvays be little more than a 
caricature of what a hospital should be Wires and transport also 
cost far less, conserve our limited medical man power and offer the best 
of our young graduates a splendid opportunity to spend more years of 
valuable schooling under specialists in really first class institutions be- 
fore they venture out on their own into the scientifically bleak desert 
of rpral or even suburban practice 
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There never w ill be such a thing as a rural hospital It is a contradi- 
ction in terms What we need m the country is the country doctor, not 
the hospital Without a wire and an ambulance the country doctor is 
terribly handicapped and can never develop into the magnificent role 
he plays in other countries There he knows his limitations but they 
do not hamper lnm because he also knows that where his skill ends there 
the city hospital is ready at a moment’s notice at any time of the day or 
night to despatch a fast ambulance, welcome and admit his patient and 
carry on where he left off It is important that he has absolute con- 
fidence in the kindliness with which his patient, a stranger in the vastness 
of the city, is received He must be sure that the patient when he re- 
turns will be full of praise about the treatment he received particularly 
from the hospital menials otherwise the country doctor’s authority m 
Ins villages is rapidly undermined Hospital administration must al- 
ways remain fully aware of the fact that a word of urban cheek handed 
by a bumptious wardboy to a frightened peasant can be a vicious blow' 
to the professional standing of a country doctor This most important 
psychological factor has perhaps been most fully appreciated m our big 
mission hospitals and accounts largely for their success 

The country doctor must be certain that no patient he refers for 
admission will ever be dealt with m an impatient out-patient 
department and refused admission That, too, shockingly undermines 
his authority City hospitals must accept the responsibility for referred 
patients from rural areas until they can be returned to their village or are 
able to make their own arrangements They should never be summarily 
turned out into the street and must ahvays be referred back to their 
doctor with a kindly and preferably personally worded report just as a 
consultant would do m the case of a referring general practitioner 

How can we build up a cadre of sound, thriving, satisfied and 
generally good country doctors ? The present method of scattering 
young graduates far and wide over the country has not so far achieved 
nor can it c\ er achieve this object Here are the reasons 

Sending one of our excellently trained young graduates into a rural 
area is just as if we would train a young ground engineer in a modem 
plane factory and then hand him a spanner and an oilcan and send him 
off single-handed into the jungle to repair a plane that has crashed there 
Obi lously a foolish waste of tmie, money and energy and a most humilia- 
ting experience for a promising and enthusiastic engineer, particularly 
as the old and experienced pilot sitting next to the crash is m a better 
position to handle his plane than the young specialist deprived of his 
tools and, of course, minces no words in saying so 

Let us not be impatient with the illiterate rustic unprepared to 
ivelcome a half-fledged doctor, and such is a raw graduate, into Ins com- 
pact society and with his unwillingness to share the intimacies of disease 
and childbirth with an outsider who to him is but a city sheker 

Let us on the other hand not be too harsh m condemning the young 
graduate who is still dreaming lovely dreams of degrees, research, em- 
minence and riches for hesitating to plunge into the rural primitivity 
and hostility in which he is bound to flounder 

It is a fallacy to suppose that sending a young graduate into a rural 
area is going to benefit anyone It will make the young doctor 
country for the rest of his life and it will convince the vil 
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modern medicine is a fraud and a failure The old village medicineman’s 
authority will shine brighter than ever 

Perhaps a most emmment physician after years of hospital work, 
though deprived of his technical paraphernalia, can do good healing 
in a village His vast experience would help him to get along where 
the newly ordained doctor would be hopelessly at sea 

Paradoxically our young doctors are far too highly trained to work 
under village tconditions until many, many years of experience enables 
them to adjust themselves to the country doctor’s art and skill Yet it 
would be disastrous to put the curriculum into reverse and start training 
students -for rural pnmitivity Not only would this be scientifically 
absurd and educationally disagraceful, it would also fail to achieve the 
desired result because it would still not enhance the young doctor’s 
authority 

This question of authority is of great importance in rural practice, 
m fact I am tempted to put it before professional skill because in the 
village skill without authority is utterly useless , nor can the young 
doctor, handicapped as he is from the outset, build up that authority 
unless he is very particularly gifted and exceptionally lucky The 
authority must be there from the beginning 

Modern medicine is rapidly veering round to the psychosomatic 
approach m the etiology and the treatment of a host of diseases — more 
are coming into this purview almost daily Psychosomatic therapy 
is unthinkable without a solid foundation of authority Furthermore 
m the rtlral health services of the future, as I envisage them, the country 
doctor’s recommendation to seek relief m a hospital must be indisputable 
It must be taken for granted that what the doctor says goes without the 
need for cross-checking by pundits and elders The responsibility 
must be placed upon and gladly accepted by the trusted doctor not by 
the family of the patient That requires the pnesthke authority which 
elsewhere the country doctor almost invariably enjoys 

What can our Government, so eager to cope with rural medical 
needs, do about it? In my opinion the first and immediately possible 
step is the establishment of rural subdispensaries m outlying areas on the 
lines I have worked out for the Kolhapur scheme This will establish 
confidence in modern scientific drugs and methods The second step 
is a long range policy of coaxing into existence a cadre of real country 
doctors 

A possible way of doing this is as follows — successful elderly 
experienced, ethically and professionally unimpeachable, pm ate rural 
practitioners of good standing should be encouraged to take in young 
graduates as assistants Both might be subsidised by Government un- 
til the mutual advantage of such a relationship is generally appreciated 
The combination of experience with modern technical skill should prove 
very satisfactory 

The routine use of a microscope by private rural practitioners would 
do more than any other single measure to raise the standard of rural 
diagnosis and therapy No graduate should therefore be allowed to 
qualify for such a post unless he has proved his competence and willingness 
to do simple laboratory routine examinations of blood and excreta 
Let Government supply the instrument and recover some of the cost 
by a deduction from the subsidy The extent to which the microscope 
is made use of should be checked from time to time as also its care 
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The assistant should receive no fees for the first year, thereafter 
he might be entitled to a small percentage from such cases as he treats 
alone but under no circumstances may he practice on his own The 
relation must remain an apprenticeship not a partnership for several 
years Then when the assistant has become wellknown as having been 
trained by a doctor who already enjoys the population’s confidence (his 
University degrees count for little m the village) he can eventually set 
himself up as an independent practitioner on the outskirts of his master’s 
territory where he still enjoy the nimbus of the latter’s authority 

It is of course most important that allocations are made according 
to the candidate’s wish to be among people with whose language, way 
of life and nutrition he is familiar The master too should be allowed 
to choose from possible candidates provided there is a check on nepotism 
Moreover it would be necessary, as long as Government finds it useful 
to subside the scheme, lo employ a carefully chosen inspector who should 
be a troubleshooting friendly councillor not a prying official, hidebound 
m regulations but say a sympathetic retired District Civil Surgeon 

I hn\ e met many private country practitioners whom I would 
consider 1 admirably suited to act as Masters in this scheme, who 
would welcome relief from overwork, a microscope with someone who 
knows how' to use it and a young breath of modem University teaching 
I also know of some who would not be suitable District Civil Surgeons 
can under no circumstances take over this role because they are liable 
£o transfer and work as Government servants not as private practitioners 
Summing up I envisage three lines of approach to the problems on 
rural medical service — 

(1) Enlargement of existing central hospitals, making them more 
“hospitable ” An efficient ambulance service Copper wire subsidised 
out of the Medical Budget if too uneconomical for the postal authorities 

(2) Immediate establishment of Rural Subdispensaries 
(8) Coaching real Country Doctors of a good type 


Notes on New Drugs 

CHLOROMYCETIN 

Chloromycetin (chlornmohenicol, Parke Davis) is a pure, crystalline substance 
having specific antibiotic activity This new antibiotic, obtained from cultures of 
the species Slreptomyces vcnczuclce, can also be prepared synthetically Chloro- 
mycetin has been found to be effective against an impressive range of micro-oiganisms 
Enteric, infections, notably typhoid fei cr and other salmonella infections, bacillary, 
urinary infections and diseases in which the lichettsias are etioiog/c factors, are 
among the conditions which yield to Chloromycetin therapy b \penmental studies 
among other bacterial, rickettsial, and viral infections, including atypical pneunlOnia, 
psittacosis and lymphogranuloma venereum, indicate the possibility of adapting these 
findings to clinical treatment 

Dosage and Administration 

Length of treatment is variable and is dependent on the character of the infec 
tion For example, in treatment of scrub typhus a total dosage of 5 to 6 Gm is 
necessary, and this amount should be given over the first twelve to eighteen hours 
In contrast, the response of typhoid feier to Chloromycetin is not so abrupt and 
treatment, should be continued for at least eight days , 3 to 0 Gm should be given 
the first day and a total of 18 Gm or more during the period of thernpj Details on 
therapy arc given below 
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The use of smaller doses increases the possibility of relapse Optimal dosage 
given at intervals around the clock is necessary to assure maximum effectn eness 

Vndulant Fever 

The dosage recommended in treatment of this disease, is the initial administra- 
tion of 60 mg pet Kg of bodyweight and 0 25 Gm every three hours thereafter foi at 
least seven days of normal temperature Chloromycetin would be expected to exert 
Some beneficial effect m the chronic disease, but treatment will probably have to be 
prolonged "Therapeutic effeeth eness in the chronic state may be difficult to evaluate 

Fact nary tJnncrry Infections 

The effect of Chloromycetin on bacfilarv infections of the unnary tract has been 
studied to ( n limited extent While it is eontiov ersial as to whether bacilli arepri 
ninry or sedhndaiy invaders, it does not seem to alter the cbnical experience as to 
incidence since urinary tract infections continue to occur in appreciable numbers 

In view of the favourable effect of Chloromycetin on the colon group of organisms 
demonstrated in the laboratory, the drug was a logical choice for clinical trial In a 
series of 25 patients, showing various types of infection it was found that the urine 
became free of bacteria m one to three days when a dosage of 2 to 8 Gm daily (divided 
into two to four parts daily) was giveri orally 

Administration of Chloromycetin should be continued with 0 25 Gm three to 
four times daily for five to seven ( days after the urine is cleared of the principal m 
vader, or until operative procedures have insured eradication of the focus, 

Primary Atypical Pneumonia 

The successful use of Chloromycetin in a few eases of primary atypical pneu- 
monia suggests that it may eventually be found to hnv e a favourable therapeutic 
action in this disease, Trial dosage was 0 5 Gm every two or three hours until 3 
grams had been given, then 0 5 Gm four times daily Temperature may become 
normal in thirty six to forty-eight hours Treatment should probnbiy be continued 
for three to five days after the afebrile period in order to prevent relapse. 

Typhoid Fever 

Patients in Kuala Lumpur were given 60 mg per Ivg of bodyweight initially 
Then 0 25 Gm was grv en every two hours untiltemperature returned to normal and 
the same dose then repeated at three to four-hour intervals during the following fit e 
days Total dosage averaged 10 1 Gm per patient given in a period averaging 8 1 
days No evidence of toxicity was noted clinically Additional clinical experience 
with Chloromycetin in treatment of typhoid fever hns confirmed the effectiveness of 
the drug m this disease, hence the above dosage is recommended 

Typhus Fear 

Clinical study of Chloromycetin was initiated by Payne, Knaudt, an;! Palacios 
Preliminary results of the work of these investigators in Bolivia were reported before 
the La Paz Medical Society and offered confirmation to the encouraging results pre 
viously found experimentally Both oral and intravenous routes of administration 
were employed, and resulted in the recov ery of 22 epidemics typhus patients treated 
with Chloromycetin who were subjected to an adequate follow-up of several months 

No toxic reactions or signs of intolerance were observed in this series and bipod 
counts did not vary outside the limits of error for field estimation It is recommended 
that the initial dose of approximately 60 mg per Kg of bodyweight be followed by 
0 25 Gm (one Kapseal) every three hours until the patient becomes afebrile Young 
children may require slightlv greater amounts than those determined bv proportional 
weight dose ratio 

Scrub Typhus 

All treated patients received initial doses of 50 mg Chloromycetin per Kg of 
bodyweight followed by 0 2 to 0 8 Gm every" two or four hours At first treatment 
was continued for at feast twelve days following onset of symptoms with a total 
dosage of 8 to 15 5 Gm Duration of treatment was gradually reduced and the last 
7 patients received a total of 6 Gm within a single 24-hour period It is perhaps 
significant as a guide to future trends that patients under the shert regime fared as 
well as those receiving more extended therapy 

Present recommended therapy is an initial dose of 60 mg per Kg of bodyweight, 
followed hy 0 25 Gm (one Kapseal) every three hours for sevpn doses or until the 
temperature becomes normal 
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Package Information 

Chloromjectin is supplied in Knpscals (No 370), each containing 0 25 Gm 
(Parke Dn\ is and Co Bombay ) 

THE INTERNATIONAL JOURNAL OP SEXOLOGY 

The pre war quarterly Marriage hygiene has now been reorganised under the 
title, The International Journal ofSeccology Sixteen regional editors have been ap- 
pointed for the main geographical areas of the world Unfortunately all the contri- 
butions published so far lia\e been from other countries As the editorial board is 
anxious that Eastern and especinllv Indian dew points should also lie represented , 
articles, notes and comments are solicited These may be submitted to the Editor 
in Chief, The International Journal of Sexology IVhftewny Building, Bombay — 1 


h 

Reflections and Aphorisms 

Four Principles of Medical Praclicc 

“Medicine, perhaps more than anj other branch of learning, is dependent on and 
intimately influenced bv many essential nnd inter related principles The first 
principle is, of course, the science of medicine, which has its origin in many roots 
Proficiency In the science of medicine is a pre requisite in the development of an 
accomplished physician The second principle, which is largely the outgrowth of 
innate endowment and experience, is the art of medicine It comprises such factors 
ns patience, understanding, compassion, tact and other finer sensibilities of humanity 
The third principle concerns the dhics if medicine nnd embodies such qualities as 
honesty , sincerity of purpose, and a highly developed professional conduct Withrut 
the possession of a superior ethical sense both in the science ahd art of medical 
practice become inadequate Finally, the culture of medicine, a most important yet 
frequently neglected principle, completes the comprehensive professional personality 
These four principles must be so carefully interwoven that a uniform professional 
texture is created in which one constituent does not predominate at the expense of 
the others ” ' 

F A Wn i.ius J T J Drv 


* 


Subjective v Objective Findings 

“One of the defects of medical instruction leads to a deficiency which is common- 
ly observed in students, house officers, practitioners, and even in teachers of clinical 
medicine This is an inadequate appreciation of the importance of the subjective 
aspects of disease The modern medical school is often unjustly accused of an over 
emphasis on laboratory methods of diagnosis The importance of these methods and 
of the thorough physical examination cannot be overemphasised However, in our 
eagerness to teach these objective and relatively new methods of analysis, there is a 
tendency to forsake our heritage from Hippocrates and Sydenham nnd to under- 
emphasize the older method of subjective analysts, i e , the study of the patient’s 
story of his complaints Attending physicians, making hospital visits, are too ready 
to accept the history as obtained by a student, who has been inadequately trained for 
this important task because we have not taught him properly \\ e teachers know — 
but somehow we fail to convey it to our students — that in many patients the history 
Is the most important diagnostic procedure and that often more skill, imagination, 
and ingenuity are required in evaluating the story than in making the physical 
examination, studying a blood smear, or interpreting a roentgenogram ” 

* 


Physician and Society 

“The physician occupies a special position in society in that he is the only person 
who combines training in the scientific method with occasion for contact with large 
numbers of the general public This opportunity places an obligation upon him to 
try to set an example in objective thinking He therefore should attempt toapproach 
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those problems — whether political, governmental or economic — which, involve 
society as a whole with that unprejudiced scientific attitude which he utilises m 
approaching the problems of the individual patient In a world when the answers 
to many of the important questions confronting human society are being sought oK lin 
emotional rather than on a rational basis, the physician can render a great service 
if he will himself learn — and thereby teach others — that objective thought must 
supplant subjective feeling if the problems confronting mankind are to be wisely 
solved ” 1 


it J 

Charm of Medicine ' ’ f z J , 

“Perhaps the greatest charm of medicine as a profession is the variety of facili- 
ties for happy work which it offers to men of the most diverse talents and interests 
One man prefers the laboratory, another the library, a third the operating table 
and still nnother the consulting room For the large majority of us, who arepnmnnly 
interested in the sick patient, an exclusive devotion to books and laboratories leads 
to discontent and to Faust’s complaint - 


‘I've studied now philosophy 
And jurisprudence, medicine , — 

And even alas 1 theology , — 

Prom aid to -end, with labour keen 
And here, poor fool 1 with all my lore 
I stand, no reiser than before ’ 


The opposite extreme — becoming so interested in patients that reading and 
laboratory work are neglected — is a disastrous error and rapidly leads first to stagna- 
tion and then to retrogression In my opinion, thegreatest satisfaction comes from a 
judicious blending of the various types of work ” 


T R Harrison 
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Original Contributions 

“ON THE EXPERIMENTAL TRANSMISSION OF RAT 
LEPROSY IN THE MOUSE WITH THE CULTURE 
OF MYCOBACTERIUM STEFANSKI ISOLATED 
BY SYMBIOSIS” 

R ROW, M D (Bond ) D Sc (Lond ) 

Troni llic Department of Patliologj , 1’ G Slnghnncc Hospital, BOMBAX 

Before outlining the experiments of the present memoir a summary 
of a previous communication (October 1948) on the subject of symbiotic 
culture may be of interest There, 1 the nuthor was able to confirm 
all his earlier findings by repeating his preliminary experiments of* 
1945 — 1940 He feels convinced that leprosy material w hen symbiosed 
with culture of growing protozoan e g , Leishmama, enabled him to 
isolate the microorganism m culture In the same communication, he 
also demonstrated that it was equally possible to isolate m culture the 
acid-fast microbes bv a similar treatment of leprous material m symbiosis 
with the culture of Mycobacterium tuberculosis In short, he proved 
that by symbiosis whether with (I) a growing protozoal (Leishmama) 
or (2) Mycobacterial (tubercle) culture, leprous material yielded a pure 
culture and subcultures 

Further, it may, perhaps, be useful to add that m analysing the 
several factors concerned m successfully isolating the mycobacteria, it 
is found essential to start with a fragment of leproma itself instead of a 
material containing the bacilli only, so ns to enable and ensure the pre- 
liminary proliferation of the microbes m the leprous tissue itself, (much 
m the same w’ay as it takes place m the infected progressive lesion in 
vivo), and thus prepare it for subsequent proliferation in the culture 
medium employed The symbiosis played only a secondary role, how- 
ever helpful, because it was found possible to obtain isolated colonies of 
acid-fast microbes on a glycermated potato even before proceeding to 
symbiosis 

Briefly, by the technique employed both the Mycobacterium leprae 
and Mycobacterium stefanski were isolated and maintained in sub- 
cultures These have been fully depicted and described (Figs 1 & 2 
Indian Physician, 1948, page 257) 

In attempting to study the biological and other characters of these 
subcultures, it was felt that, to begin with, it was best to put them to the 
crucial test of identification, viz , by animal inoculation experiments 
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The present j\ote deals only with Mycobacterium stefansla, because we 
have at our disposal an animal like the mouse to whom the microbe is 
pathogenic It may be stated at once that as a result of such an ex- 
perimental inoculation with the isolated culture, the author has been 
lucky in being able to transmit rat leprosy to the mouse for the first 
tune He has, therefore, ventured to feel that the result deserves to be 
recorded and this is done here at least m its own interest, with the full 
knowledge that the result recorded is the outcome of one single ex- 
periment 


Details of the Experiment 

29-12-47 

The infecting material and its preparation, — A’ mouse was in- 
oculated mtrapentonially with rat-leprosy material on 29-12-47 

7-5-48 " ~ - 

When killed on 7-5-48, it was found fully infected Post-mortem 
the liver and spleen (which was enormously enlarged and ffiable) 
appeared smooth on the surface and both these organs were found stud- 
ded all through uniformly with minute pm-head granulomata which 
were apparent on the surface even to the naked eye A smear of the 
cut surface of the spleen showed microscopically a large number of acid- 
fast long bacilli, and a great many globi scattered amidst the blood 
corpuscles and cells of the spleen 

Symbiosis with the Culture of Mycobacterium Tuberculosis — -The 
appratus used here consists of an Ehrlynmyer flask of 50 c c into -which 
is introduced a L3 Chamberland filter bougie , the flask, is filled to the 
depth of about 8 cm with the glycennated nutrient fluid (SautOn) and 
the whole is sterilised after properly fitting it with cotton wool plug 
Vide Fig IV of Ref (1) 


7-5-48 

A small fragment of the infected spleen was crushed m 2 c c of 
normal saline and introduced into L8 candle in the experimental flask, 
at the same time a drop or two of suspension of a loopful of three weeks 
old Mycobacterium tubercle culture (on glycennated potato) in 10 c c 
of normal saline was carefully instilled into the Sauton nutrient fluid m 
the flask — outside the L3 candle , the flask was incubated at 87°C 


21-5-48 

The contents of filter candle w lien examined showed a few acid- 
fast bacilli but these were shorter than the original ones and were seen 
scattered in the midst of splenic cells , the tubercle culture was seen 
growing well in the fluid outside the candle as a well-marked film 

31-5-48 

The contents of filter candle were again exammed when it showed 
m the smear many fat acid-fast bacilli and several loosely packed globi 
all aCid-fast, scattered anudst the altered splenic cells , the tubercle 
culture was seen as a vigorous grow th m the form of a thick scum on the 
surface of nutrient Sauton fluid in the flask outside the alter candle, 
the fluid below the scum being clear and transparent 

10-0-48 

The contents of the filter candle and the Sauton fluid outside it 
showed the same characters as on 31-5-48 A few drops were sucked up 
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from the filter candle and planted on a glycerinated potato surface and 
the culture tube w ns incubated at 37 ? C 

25-8-48 . , „ c C ' _ . 

The extreme lower end of the potato surface showed a small thm 
smooth mOist and translucent yellow' patch which on examination reveals 
a pure culture of acid-fast eOceo-baeilh , a subculture was made from 
this on a fresh glyccrmatcd potato 
J 5-7 0-48 

« A §epond Subculture was made on a fresh potato and now the sub- 
■eultui'e wn^well established - , , t 

19 11-48 ' c. 3 , 

> It consists of a definite yellow filin with smooth moist surface 
growing freely on the surface of glycerinated potato, vulc , Fig III Of 
lief (1) (It was made of pure acid fast coccobacilli and cocci '(Plate I 
Fig 1) 

19 11-48 

Injection into the Mouse — A loopful scraped from the Surface of 
potato ciilturc 8 w ecks old is suspended and rubbed into 10 c c Of normal 
saline and of this 0 25 c o' was Introduced mtrnpertomally into each Of 
two nuce 

21-11-4S __ " ' '■x 

J One of these nude died a few weeks later, probably accidentally 
and post-mortem showed no trace of the injected material in the peri- 
tonium, liVer or spleen ’ - 

17-5-49 _ 

- , J The second mouse, 'which appeared only a little wasted but other- 
wise well, was killed on 17-5-49 and post-mortem, the following features 
y ere recorded " On opening the peritoneum, no adhesions or other signs 
of peritonitis, feednt or old could be detected , the liver appeared normal 
in size but pale with a smooth surface showing fine translucent pm-head 
jgranulOnmta even to the naked dye , the Spleen w as found enormously 
enlarged and "as also smooth on the surface, not congested nor easily 
Triable and to the nuked eye reVealed the sartie fine translusecnt granu- 
loniata scattered uniformly throughout Os m the liver A smear from 
the cut surface rcvfcalcd enormous numbers of long fine acid-fast bacilli 
and mnmuerable globi Of all siieS interspersed anndst blood corpuscles 
and cells of the splenic tissue (Fig 2 and 8, Plate I) ^ 

Conclusion — From the above it is evident that this experiment, 
though a solitary one and extending about 18 months, proves for the 
first time that the culture of Mycobacterium stefanski, isolated by sym r 
biosis, is capable of transmitting the disease of rat leprosy m the mouse, 
and thus satisfying the most of Koch’s postulates 

A similar culture and subculture of Mycobacterium leprae has 
been .Isolated as a yellow film on glycermated potato, vide. Fig, I 
ltef (1) Its me estimation, for obvious reasons, is incomplete and 
left for a future study 

The author desires to express his best thunk* to ble friend Ur Talker the Resident and Auq 
olnfcT’athoIoglst of IhW hospital for the great help he bos rendered throughout this Investigation 
during the ln«t fppr ycara r 
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ECTOPIC PREGNANCY 

REPORT ON FOUR ADVANCED CASES 

by 

DR K M MASANI, M D (BoncS),F B. C. 3 (Eng) 

K E M Hospital, BOMBAY 

It is generally stated that ectopic gestation was unknown before 
the tune of Abu’l-Qasim uz zahwari (Albucassis) who hved about the 
middle of the eleventh century and described a case in his principal 
work, an encyclopaedia of medicine and surgery, entitled ’’'’Altasrif" 
Whether this was so and that this condition was altogether unknown to 
the ancient Hindus and Egyptians is not clear 
The following is the description of the case 

“I have seen a woman who, although a foetus had died m her womb, 
yet became pregnant again and had this second child also die m her A 
long tune afterwards a swelling arose at the navel itself When this 
had been opened, matter flowed from it I was called m to see the case, 
and although I treated her for a long time, the wound could not be 
healed And so I applied strong medicaments of the utmost drawing 
power, with the result that a great many bones came out one after 
another , the sight of which greatly frightened me, since I knew that 
there were no bones in the abdomen Accordingly, after having careful- 
ly weighed all the facts and made thorough investigations, I recognized 
that they were the bones of the dead foetus, and so when I had now 
extracted more of them, I restored her to her former health, excepting 
only that she was always discharging something through the ulcer ” 
Since that time very little progress was made Cases of infected 
secondary abdominal gestation discharging pus and foetal bones through 
umbilicus, rectum, urinary bladder and vagina were reported till about 
the middle of the nineteenth century In the latter half of the nine- 
teenth century the pathology and termmations of ectopic gestation were 
gradually clarified and the gravity of this condition was appreciated 
Abdominal surgery was in its infancy and gynaecologists of high repute 
hesitated to operate on ruptured ectopic pregnancy Parry remarking 
on this says, “The history of human injury and disease presents no 
condition parallel to this one However fatal the disorder, science and 
art have found some means of prolonging life or ‘smoothing the stormy 
passage to the grave ’ But here is an accident which may happen to 
any w ife in the most useful period of her existence, which good authori- 
ties have said is never cured, and for which, even m this age when science 
and art boast of such high attainments, no remedy, either medical or 
surgical, has been tried with a single success ” 

Playfair about the same time stated, “We must remember that the 
alternative is death and hence any operation which would afford the 
slightest hope of success would be perfectly justifiable I cannot, 
therefore, agree with those who hold that because the chances of success 
are so small this operation should not be tried , and I do not doubt that 
it will yet fall to the lot of some one by this means to snatch a patient 

A Paper read before the 88th meeting of the Seth G S Medical College and K E M Hoipltal 
Staff Socletj held on 11 th December with Dr J N Karonde In the chair , 
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from the javs of death, and still further to extend the successes of abdo- 
minal surgery ” 

Although Lawson Tait performed his first abdominal operation for 
ruptured ectopic pregnancy in 1888, he had met with a case in 1881 m 
ivhich he had declined to open the abdomen and to Ins regret the patient 
died of further haemorrhage Both the cases are described exactly as 
given by Lawson Tait “In the summer of 1881 I was asked by 
Mr Hallwright to see with him in consultation a patient who had arrived 
by tram from London m a condition of serious illness, that illness having 
been diagnosed by Mr Hallwright as probably haemorrhage into the 
peritoneal cavity from a ruptured tubal pregnancy The patient was 
blanched and collapsed, the uterus was fixed by a doughy mass in the 
pelvis, and there was clearly a considerable amount of effusion in the 
jientoneum, but no distinct tumour could be felt above, and I agreed 
v ith Mr Hallwright as to the nature of the lesion This gentleman made 
the bqld suggestion that I should open the abdomen and remove the 
ruptured tube The suggestion staggered me, and I am ashamed to have 
to say I did not receive it favourably I saw the patient again, m 
consultation with Mr Hallwright and Dr James Johnson, and again I 
declined to act upon Mr Hallwright’s request and a further haemorrhage 
killed the patient A post-mortem examination revealed the perfect 
accuracy of the diagnosis I carefully injected the specimen which was 
removed, and I found that if I had tied the broad ligament and removed 
the ruptured tube I should have completely arrested the haemorrhage, 
and I now believe that had I done this the patient’s life would have been 
saved 

“After the terrible lesson given to me by Mr Hallwright’s case I 
did not see another example of ruptured tubal pregnancy, or one Inch I 
suspected to be of that nature, till I was called to Wolverhampton, by 
Mr Speckmann on January 17, 1888 There could be no doubt as to the 
nature of the case, and Mr Speckmann was fully aware of it before I was 
summoned The patient was clearly dying of haemorrhage, and I at 
once advised abdominal section The foetus, abput the twelfth week, 
was lying among masses of clot and coils of intestine, and to these 
latter the partially extruded placenta had obtained pew attachments 
These I cautiously separated and occasioned fast and copious bleeding at 
every point I wasted much time in trying to stop this haemorrhage so 
that by the time the operation was finished my patient was practically 
dead We got her to bed alive, and that is all that can be said I 
thought much about this case for it was a bitter disappointment I 
thought I should achieve a triumph and I had only a failure But my 
conclusion was speedily arrived at that I had blundered — that the true 
method of operating in such a case was to separate the adhesions rapidly, 
regardless of bleeding, and make at once for the source of the haemor- 
rhage, the broad ligament, tie it at its base, and then remove the ovum 
debris and clots at leisure ” 

Advanced ectopic pregnancy may occur within the tube, ovary, or, 
secondarily, into the abdominal cavity 

Within the tube A few cases have been recorded where the ovum 
has continued its development in the tube without interruption to an 
advanced stage Ampullary portion is the most frequent site of ectopic 
embedding of the ovum and, being the most distensile portion, advanced 
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development without interruption is most likely m this part of the 
tube The tubal musculature undergoes hyperplasia and hypertrophy, 
but is in no way comparable to the uterine musculature The enlarging 
tube soon contracts adhesions to other abdominal structures such as 
omentum and intestines, and a pseudo sac is formed outside the tube 
reinforcing and supporting the pelvis and partly above the pehic bfinn 
At term, ‘false’ labour occurs and the foetus dies following tumultuous 
movements Occasionally, a living child has been delivered by abdomi- 
nal operation 

Within the ovary Williams carefully studied all the reported 
cases of ovarian pregnancy up to 1906 and found that pregnancy had gone 
to full term m 11 out of 85 cases He stated that m seieral of them 
a hthopaedion had formed He was convinced that the case recorded 
by Gottsehalk in 1898 and by Ludwig in 1896 had gone to full term, 
FromhiS careful study heconcluded that ovary could accommodate itself 
more readily than the tube to the growing pregnancy, although’ rupture 
at an early period was the most usual termination When embedding 
occurred on the surface of-ihe ovary, early rupture was the rule hut when 
the ovum was embedded deeper, pregnancy could occasionally advance 
to f-ull term, . -- > 

Secondary intra-pentoneal abdominal pregnancy Ley tabulated 
abstracts of 100 cases from the literature 'in 1919 Cornell and Lash in 
1938 collected 266 cases froth the literature Suter, Jacksonville and 
Wicher hpve reviewed 41 cases from literature between 1930 and 1945 
Secondary abdominal pregnancy was met in patients as young as 15 and 
as old as 64, but the majority of cases occurred between the ages of 20 
and 40 

Secondary abdominal pregnancy is likely to develop to an advanced 
stage if the development within the tube continues for some weeks before 
interruption If early rupture occurs, the embryo is rapidly absorbed 
by an action of phagocytes as was shown by Leopold in 1881 on animals 
For the development to continue the placental attachment must hai e 
been relatively intact Formerly it was believed that the embryo could 
continue its development if it was extruded from the tube with its 
membrane intact, but at the present time this is not considered as an 
essential requirement for continued growth 

It is extremely doubtful if secondary implantation can occur after 
the placenta is fully formed as, by then, the erosive property of theehon- 
ome villi has disappeared Secondary abdominal pregnancy is then 
possible only if most of the placenta remains attached to the tube’ 
Even when rupture has occurred during the first few w r eeks while the 
trophoblastic activity is still present, secondary attachment to Surround- 
ing structures must be difficult' because (i) during separation of the 
ovum from its primary attachment it is surrounded by blood c}ot and 
direct contact of villt for secondary attachment to abdominal structures 
is absent , (2) the villi depm ed of their nutrition from maternal tissues' 
cannot remain active unless immediate 1 reattachment can occur It 
has been suggested that all the cases described as secondary abdominal 
pregnancy are in fact instances of primary abdominal pregnancy 
developing to an advanced stage without interruption 

'When the attachment of the ovum is at the extreme fimbrial end,’ifc 
is possible for the ovum to lie within the peritoneal cavity ns develop- 
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mcnt continues without any rupture having occurred Another pos- 
sible yvay in which a tubo-abdommal pregnancy could result is when 
the foetus continues its growth m the tube, the muscular layer of 
v hich is so stretched and attenuated that the gestation sac is only 
separated from the peritoneal cavity by the peritoneal coat of the tube 

When the foetus escapes into the peritoneal cavity, either vitli its 
- membranes intact or without them, there is the formation of a pseudo 
sac from organisation of blood poured out at the time of rupture The 
sac is still further reinforced b}’’ a localising peritonitis around the 
sac outside \\ Inch lie the coils of intestine, omentum and other abdominal 
structures 

Of the 2CG cases collected by Cornell and Lash, 152 babies lived 
for 8 days or more, 118 died within 8 days, and the fate of 1 was not 
know n 

Secondary extra-peritoneal abdominal pregnancy Champion and 
Tessitore in 1988 reported 70 cases of mtrahgamentary pregnancy that 
had de\ eloped for over 7 montlis They stated that upto the end of the 
last century only 80 cases had been recorded, the first being an account 
of autopsy findings by a German, Loschge, m 1816 It Is generally 
assumed that this variety of ectopic pregnancy results from rupture of 
a tubal pregnancy into the broad ligament They, however, state that 
certain conditions must be fulfilled to permit an ovisac to become 
secondarily implanted into the folds of the broad ligament 

(a) Implantation must have occurred in tliatpart of the tube which 
was uncovered by peritoneum 

(b) The ovum must have ruptured early before the trophoblast had 
lost its power to ensure secondary nidation When villi have been 
formed this action is naturally lost 

(c) The interval between the primary and the secondary implanta- 

tions must have been short or else death of the foetus would have occur- 
red { 

(d) Accordingly to Frankel and Schenck, endometrial tissue is a 
pre-requisite to nidation 

Champion and Tessitore suggest an alternative explanation that an 
mtrahgamentary pregnancy results from implantation on the posterior 
layer of a primary abdominal or a primary or a secondary ovarian 
pregnancy As a result of growth, the posterior layer of the broad 
ligament becomes thinned out and ruptured allowing further growth 
inside the broad hgament This is often indicated at operation when 
after the removal of the ovum there is difficulty m pentomsmg the 
wound 

The growing ovum accommodates itself by stripping the anterior or 
the posterior layer of the broad hgament upto a certain level after which 
growth of the sac occurs without further stripping The result of this 
is that although the sac was entirely outside the peritoneum it -is not 
much more than m an mtra-uterine pregnancy 

The placenta is usally above the foetus and may get attached to the 
hvter and other posterior abdominal structures , 

Physical signs when pregnancy reaches to advanced stages The 
'gestation sac increases as m mtra-utenne pregnancy. On inspection, 
foetal movements arc very distinctly observed but, when placenta- is 
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situated in the anterior v, all of the gestation sac, movements may not be 
observed 

Foetal parts are very easily felt and minor details of different parts 
. of the foetus can be made out 

On vaginal examination, the cervix is found to be firm and not soft 
as is the case during later months m mtra-uterme pregnancy The 
presenting part is not within the reach of the vaginal fingers and this 
arouses suspicion of abdominal pregnancy On careful palpation, the 
uterus is found to be of small size and displaced forwards and laterally 
Passage of an uterine sound to confirm diagnosis will reveal the- small 
size and direction of the uterus felt by bimanual examination 

If the case has not been detected before ‘false’ labour has occurred 
then suspicion will be aroused by non-dilatation of the cervix and the 
presenting part remaining above the pelvis The hardening of the uterus 
during pains is not observed during pams of ‘false’ labour Vaginal 
bleeding occurs during ‘false’ labour and may be mistaken for ‘show’ 
occurring at the onset of labour in uterine pregnancy 

After the death of the foetus, liquor amnn is absorbed, the foetal 
heart is not heard and the foetal movements are not felt If it is 
retained m the abdominal cavity for a long time, the foetal parts can- 
not be felt and a cystic abdominal tumour of varying consistency is 
felt At this time. X-ray of the cyst reveals remnants of foetal skeleton 
and irregular calcification 

If the foetal sac gets infected an abscess results which may open 
after some time at some place in the abdominal wall, the rectum, vagina, 
or the urinary bladder A sinus remains for many years and, at 
intervals, foetal bones are discharged through it The general condition 
of the patient also deteriorates due to low grade continued sepsis 

Treatment of Secondary Abdominal Pregnancy Treatment of 
secondary abdominal pregnancy presents many problems some of which 
have presented difficulties in the past Secondary abdominal preg- 
nancy may be intra-pentoneal or extra-peritoneal, the extra-peritoneal 
may be of anterior or posterior variety Each of these presents prob- 
lems regarding the best methods of evacuation Another factor re- 
quiring attention is the optimum time for interference from the stand- 1 
point of both the mother and the child 

The best time to operate in the interest of the child is about the 
88th week If operation is undertaken before the eighth month, the 
foetus is very premature and not likely to -survive If, on the other 
hand, operation is delayed till full term, intra-pentoneal death either 
during the last two weeks or at the time of the beginning of the ‘labour 
or within 48 hours after the onset of ‘labour’ occurs m a good number of 
cases. It is concluded from 'the figures observed that the best time 
from the stand-point of the child as the 88th week 1 

Beck’s findings w ere as follows " In 202 cases in v hich the penod 
of gestation was from 28-40 weeks, 80 infants survived one month, 
89 6%; m 80 cases m which the penod 'was from 82-40 weeks, '88 
infants survived one month, 47 5% , m 140 cases in which the penod 
was from 86-40 weeks, 72 infants survived one month, 51 4% , and in 
00 cases m wluch the period was from 86-88 weeks, 34 infants survived 
one month, 50 6% 
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The child is frequently deformed or maldeyeloped from pressure and 
there is difference of opinion regarding the wisdom of waiting till the 
38th v eek , Cornell and Lash noted deformities m, many of their cases 
, Their conclusion was that ‘‘while many of the deformities were corrected 
by treatment the high incidence of deformities should be considered 
before advising a patient to attempt to await term before submitting 
the operation ” -Y !' 

From the stand-pomt of the mother the question is important, 
because if material risk is increased by waiting m the interests of the 
child till the 38th week, then the interests of the child should not be 
taken into consideration The main disadvantages of waiting till the 
38th week are rupture of the sac with sudden, diffuse h Hemorrhage and 
infection of the gestation sac from the surrounding intestines The 
advantage claimed for waiting is that as long as the foetus is alive and 
for some weeks after its death the placenta is ‘quick’ so that severe 
and uncontrollable bleeding may be encounteied durmg its separation 
Although the placental circulation may be arrested after the death of the 
foetus rendering the separation of the placenta easy, the risk of infection 
of the gestation sac is increased 

Beck has carefully analysed his eases from the pomt of operative 
mortality at different periods of gestation and his conclusions are 
The danger from the operation itself increases as the pregnancy advances, 
until the last month is reached when it is less than at the previous 
time An analysis of all the deaths shows the apparent reason for this 
diminished risk during the tenth month to be a lessened tendency towards 
1 Hemorrhage at that time After the 88th week, 86 8 % of the deaths 
•were due to lucmorrhage, whde almost twice as large a proportion, 
65 3%, resulted from this cause when the operation was performed be- 
fore the last two weeks 

The abdomen is opened by midhrie incision As the sac is.usually 
adherent to the anterior abdominal wall great care is necessary m 
opening the peritoneum The sac is carefully separated by finger and 
blunt dissection until the foetus is reached The foetus is tfien easily 
extracted In a few cases, the placenta may be adherent to the anterior 
abdominal wall In such cases the placenta will be cut into as the 
abdomen is opened and the bleeding can be controlled by clamps Aff,er 
the foetus has been extracted, deliberate and careful exploration to find 
out the attachments of the placenta is necessary In the majority of 
cases the placenta is attached to pelvic viscera or to the omentum, 
small intestines, anterior abdominal wall and rarely to other abdominal 
viscera, 

If separation of the placenta is commenced before knowing its 
attachments and its chief blood supply, severe and -uncontrollable 
bleeding may occur durmg separation and the operator is compelled to 
close the abdomen after packing the cavity with gauze If separation is 
continued m spite of severe bleeding, the life of the patient is en- 
dangered Cornell and Lash remark in this connection “In reading 
the case reports, it is surprising to note the number of surgeons who 

E ersist m attempting to remove the placenta m spite of the severe 
Hemorrhage We beheve that the mortality can be lowered greatly if 
one desists from interfering with the placental site when it becomes 
evident that luemoffhage is uncontrollable”’ " r 
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In a few fortunate cases, the greater part of the placenta is still 
within the Fallopian tube and m such cases the tube forms a pedicle 
and salpingectomy is sufficient to control bleeding In other cases, 
most of the placenta is attached to the back of the uterus and the broad 
ligament In 236 cases collected by Cornell and Lash, the placenta was 
attached to the uterus m 67 cases and to the broad ligament in 57 cases 
In such cases the problem is simplified if it is possible to control the 
bleeding from the ovarian artery before the separation of the placenta is 
begun It is sometimes possible to amputate the uterus and remove it 
with the placenta attached to it The operation is commenced by 
damping and cutting the broad ligament of the Opposite side, followed 
by amputation of the uterus at the internal os After securing the 
uterine artery of the other side and, if possible, the ovarian artery at 
the pelvic brim, the placenta is peeled off without serious bleeding 

The treatment of placenta m those cases where its rcnioi al is 
difhcult or almost impossible has been always a difficult problem 
Formerly, when the placenta could not be removed, it was marsupiahsed 
by stitching the sac to the anterior abdominal wall Drainage of the 
abdomen with the placenta left in w r as another method in use Both 
these methods appear to be the worst methods as shown by statistical 
survey of Cornell and Lash, Beck and Mason Mason m reviewing 
69 cases from 1933 39 reported m the English literature records some 
interesting data 


TABLE 


Treatment of Placenta 

Recovered j 

Died 

t neon plicated 

Complicated 

Tnsea 

Hate % 

No nltcrapt nt removal : 

(o) Abaonen eJo*cd without drainage 
or packing 

(b) Placenta marsupial lied, or alxJo 
men drained or pack used 

8 

4 

0 

0 

3 

4 

5 

*»0 

Placenta removed or unsuccessful at 
tempts at removal 

(a) Abdomen dosed wi thou t drainage 
or packing 

( b ) Placenta marsupial! red* or abdo- 
men drained or packed 

3 

3 

0 

30 3 

« ! 

3 

4 

Placenta easily removed in entirety 
(o) Abdomen dosed without drainage 
or packing 

(6) Placenta site packed or abdomen 
drained 

21 

0 

3 

4 8 

0 

4 

1 

20 

Placenta removed in entirety with dif 
flcultv 

(a) Abdomen dosed without drainage 
or packing 

(&) Placenta site packed, or abdomen 
drained 

"o 

2 

I 

22 

s 

3 

1 


Of the 56 patients who recovered 25 or 44 6% were those m whom 
the placenta was easily removed, and 17 or 80 3% were m patients m 
whom no attempt was made to remove the placenta * 
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Seven patients in these two groups died, but there was only one 
death among those patients m whom the abdomen Was closed withdut 
packing or drainage, a mortality rate of 2% There were 5 deaths 
among those patients (22) m whom no altcnipt was made to remove the 1 
placenta or a rate of 22 7%, but they were in those patients in whom the' 1 
placenta was marsuiualised or in whom drainage \\ ns employed There 
was no recorded death among the patients in whom no attempt was made 
to remove the plncefita and m whom the abdomen was closed without 
drainage 1,1 

Important conclusions airived at from this survey are — 

(1) There were no deaths in the group in which no attempt was 
made to remove the placenta and in which the abdomen was closed 
without drainage 

(2) The greatest number of deaths of all the groups occurred m 
those ui which no attempt was made to remove the placenta, 1 but m which 
the placenta was marsupiahsed or in w Inch drainage was employed 

(8) The group in which the placenta w as cosily removed and m 
■which no drainage i\as employed, the highest number and percentage of 
uncomplicated rccoi cries was recorded 

Necrosis of the placenta is a physiologic process and it can be 
safely left in the abdomen without drainage The convalescence in 
majority of the cases where the placenta had been left in situ and the 
abdomen closed without drainage was uneventful, but Nicodcmus and 
Carrigg, Lull, and Pearson have each lccorded a case of abdominal 
pregnancy requiring secondary removal of the placenta 

In the case reported by Nicodcmus and Carrigg, the placenta was 
left behind as it w r as attached to the omentum, ileum, and ascending and 
transverse colons Shortly after the first operation, the patient re- 
turned for loss of weight, appetite and rise of temperature At opera- 
tion, a large quantity of pus was drained oil and the unabsorbed placenta 
was easily shelled off 

In the case reported by Lull, the placenta did not absorb and, two 
months after the first operation, the abdomen was again opened and 
part of a large hsemorrhagic cyst was removed but the rest was closely 
adherent to the intestine and was marsupiahsed and packed The 
recovery was. uneventful. 

In Pearson’s case, rust-coloured fluid was drained off three months 
after the first operation The placenta was found to be attached to the 
posterior and superior wall of the uterus A supra-cervical hysterecto- 
my with bilateral-salpingo-oophorectomy and appendectomy w’as done 
The abdomen was closed without drainage 

When the pregnancy is intra-bgamentary the problem of deahng 
with the placenta and the sac offers further difficulties The placenta is 
situated usually above the ovisac in intra-hgamentary type Due to the 
growth of the foetus, it is displaced more and more in an upward 
direction and haemorrhage occurs into and around it Due to the vici- 
nity of the sigmoid colon in posterior variety, infection of the haenlatoma 
with the formation of pus is a likely complication Adhesion of the 
placenta 1 to extra-peritoneal viscera, such as the liver, may also take 
place during its progessively upward growth, and removal of the 
then gives rise to severe bleedirig. 
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In anterior mtra-hgamentary pregnancy, the floor of utero-vesiclc 
pouch may be raised as high or above the umbilicus and the bladder is 
likely to be injured during the opening of the abdomen In such cases, 
the v hole operation can be performed extra-pen toneally If the placen- 
ta is above the ovisac, it vs ill necessarily be cut into before the foetus 
c in be extracted The placenta can then be peeled off and the cavity 
packed with gauze to arrest generalised oozing If the placenta is 
situated below the ovisac its removal may be difficult 

In posterior mtra-hgamentary pregnancy, the peritoneal cavity is 
opened and then a bulging mass is found arising from the posterior 
pelvic wall covered with posterior parietal peritoneum The general 
peritoneal cavity is packed and the foetus with the blood clots is re- 
moved by incising the peritoneum over it The treatment of the placen- 
ta, whether to be removed or left behind, will depend on its attachments 
and also on the presence or the absence of infection 

Four cases of Secondary Abdominal Pregnancy The special, jntcrcst 
m presenting these four cases is that all the four arc of different \aricties, 
and different methods of diagnosis and treatment were necessitated m 
each type 

Case I — Dr Miss Daruwalla’s case repoited in GSM College 
Magazine of November 1940 

A Mahomcdan woman, Para III, w as admitted to the Dholkau alia 
Hospital on 11th December 1939 Her first was a normal full term 
dein cry , her second was a Caesarean Section for disproportion done at 
the Nasik Mission Hospital 2$ years previously The latter information 
she withheld until her readmission in January 1940 She gave a history 
of 8 months amenorrhoca, slight abdominal pain and a agmnl bleeding 

On examination she was found to have ankylosis of the right Inp- 
and knee-joints, the result of a fall at the age of 8 years The “fundus 
uteri” w r as three inches below the xipbistcrnum The presen tal ion 
was by the vertex and appeared to be engaging The foetal heart w r as 
heard Pehic measurements, blood-pressure and urine xccre normal 
Rectal examination revealed a soft cervix, slightly less than one finger 
dilated and the head palpable through the fornices There was no 
vaginal bleeding 

On the tlurd day of admission she complained of slight abdominal 
pain accompanied by slight vaginal bleeding, and on vaginal examination 
the cervix was found to admit one finger with difficulty and a blood 
clot was felt through it On the fourth day she passed two small clots, 
the pam subsided and the foetal heart became rather indistinct A 
rectal examination showed the cervix closed again A medical induction 
was attempted without result Soon after this she left the Hospital 
against medical advice 

She was re-admitted in January 1940 for slight \agmal bleeding 
and volunteered information about the previous Caesarean section She 
was transferred to the Wadia Maternity Hospital where an x-ray was 
taken The x-ray showed overlapping of the skull bones (Spalding’s 
sign) Her blood picture showed slight secondary aneanua, her W B C 
count being 6,000 Urine show r ed a few pus cells Medical induction 
was tried with no result and she started running a slight temperature 
which was thought due to toxjc absorption from the dead foetus 
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On the subsidence of temperature medical induction was again 
attempted aa ith a negative result On vaginal examination the cervix 
•was found small and firm and continuous with a firm mass on the right 
side v Inch aa as iioaa thought to be the uterus and the abdominal tumour 
a gestation sac A sound passed into the uterus passed towards the 
right for a depth of 4 inches Hystero-salpmgography showed a large 
and irregular shadow of the uterus, quite separate from the foetal head 
The right Fallopian tube aabs visualised but not the left 

Laparotomy aa as performed under nitrous oxide and ether anaes- 
thesia The intact gestation sac was found lymg m the peritoneal 
ca\ lty, arising from the fundus of the uterus in the region of a ruptured 
Caesarean scar and adherent m parts to the intestine and omentum The 
placenta A\as attached to the left postero-lateral surface of the uterus 
and the surrounding peritoneal surfaces A comparativelv well pre- 
served foetus as as remoA r ed from the sac, and the placenta was then 
separated from its adhesions A subtotal hysterectomy svas also 
necessary Persistent oozing necessitated packing of the pelvis 

In spite of a post-operative transfusion of blood the patient died 
asi thin 48 hours 

Case II — Dr Miss Darusvalla’s case reported before the Bombay 
Obst and Gynaec Society m 1942 

Mrs S , aged 28, Hindu, Para III, presented herself for registration 
at a private maternity hospital on 12th January, 1942 She had had 2 
previous normal deliveries Avluch according to her Avere rather precipitate 
and at the last, Avhich Avas 7 years previously, a manual removal of 
placenta had to be resorted to This time she^gave a history of six 
montlis nmcnorrhoen, during the first two months of which she had bleed- 
ing per Anginum Avhich persisted for about 5 Avceks nccompamed by 
slight pam in the abdomen and then stopped spontaneously 

On examination, her general condition was good , B P 140/95 
Avitli a trace of albumin m the urine , pelvic measurements Avere normal 
The foetus aa as presenting bA r the A r ertex and lying m position I The 
fundus aa ns 9 inches above the symphysis pubis Nine days later the 
findings AA'ere the same except that the fundus avbs l inch higher At 
the third visit 15 days later she complained of attacks of abdominal 
pain The fundus Avas now 10 inches aboA r e the symphysis A sedative 
mixture was prescribed At the fourth visit the presentation was 
thought to be a breech and two attempts at version A\ere made before 
the error Avas discoA ered Three weeks later she returned with seA r ere 
pre eclampsia She was admitted and the following day she complained 
of loss of vision She was given the usual treatment for pre-eclampsia and 
a lsion gradually improved and other signs cleared up 

It was decided to induce labour but on A r aginal examination the 
cervix AA r as found soft and high up anteriorly and the head was felt low 
doAvn through the posterior fornix Under anaesthesia tAA'o fingers 
were passed through the cervix into the uterine cavity Avhich was found 
to be empty The uterus Avhicli Avas anterior and to the left of the body 
of the foetus Aias about 8 months size A diagnosis of adAanced extra- 
uterjne pregnancy was made 

At laparotomy in "the N W M Hospital under local infiltration 
anaesthesia supplemented with ethyl chloride, the uterus which was 
ajiout 4 months size was found pushed to the left It was surmounted 
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by a small fibroid The left tube and the round ligament were normal 
The right round ligament was also normal but the right tube traversed 
the top of the gestation sac and merged with it The gestation sac was 
adherent to the top and right side of the uterus, and large venous 
minuses were found coursing over it A vertical incision was made 
tlfrough a non- vascular r portipn of the sac and the child removed easily 
As much of the amnion as possible was removed and the opening closed by 
a purse-string suture, the placenta being left m situ There was no 
bleeding after closure of the sac Post-operatively 400 c c of fresh 
blood was transfused by the drip method "The child itfas a male, had no 
deformity and weighed 6 lbs 2 oz It was pale and asphyxiated 
and died on the fourth day i 

The patient was progressing well till about 20 hours after operation, 
when she suddenly collapsed and died within one hour j 

At post-mortem it was found that the cause of death was liaemor- 
rliage into the sac from one of the ruptured placental sinuses It ap- 
peared that the pregnancy had ruptured into the right broad ligament 
from the right tube It had then enlarged upwards and to the left raising 
up the peritoneum of the pouch of Douglas and then burrowing between 
the two layers of the meso-sigmoid w Inch was lying sessile over, the 
left surface of the sac The sac was adherent to both Xireters especial^ 
the right which w as thickened, dilated and tortuous and looked like a 
coil of small intestine 

Caselll — Advanced Pregnancy in a Rudimentary Horn Mrs It R , 
age 24, Hindu, Para II, with one full tern'i normal delivery two years 
previously was seen by me when she was seven months pregnant 
Nothing abnormal w as detected No vaginal examination was done and 
she was referred to the Wadia Maternity Hospital for registration for 
her confinement She was admitted m July 1946 at the Wadia Maternity 
Hospital with a history of 8 months amenorrhoea and pains resembling 
labour pains The pains subsided and she was discharged , ’ 

She was readmitted 8 months later with a history of 11 months 
amenorrhoea and labour pains An x-ray at the time showed a mace- 
rated foetus The pains again subsided and smee she was running a 
temperature due to Fdarinsis for which she was being treated else- 
where she was discharged with instructions to return when pains started 
No \ aginal examination w as done 

The patient did not report and w r as seen by me m January 1947 with 
history of 14 months amenorrhoea and irregular bouts ofyvagmal bleed- 
ing during the previous 3 months 

Abdominal examination revealed a mass arising from the pelvis and 
reaching upto the umbilicus It had the shape of the uterus but did not 
undergo contractions No foetal parts were palpable nor was the foetal 
heart heard It was dull on percussion and not tender Vaginal 
examination showed a parous cen ix and a mass was felt arising out of 
the pelvis and indistinguishable from the uterus Her blood-pressure, 
urine and blood picture were normal 

Diagnosis of secondary' abdominal pregnancy was made 
At laparotomy the uterus was found unequally enlarged On the 
left side the normal uterus communicated with the cervix On the right 
side an accessory horn was discoi ered connected with thenght Fallopian 
tube and round ligament The horn w'as incised vertically and a 
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macerated foetus removed Bleeding was slight The redundant 
portion of the horn vas removed with the placenta attached to it and 
the remaining portion sutured up No communication between the 
horn and the cervical canal was discovered 

There nas pyrexia for the first two days which responded to 
sulphadiazme therapy Slight urmary tract infection was treated with 
“pyelopunn” She was discharged from Hospital on the twentieth day 
after the operation 

Case IV — Secondary Abdominal Pregnancy Dr Masam’s case 

Mrs C H , para II, first attended the 0 P D for ante natal 
examination on 27th January, 1948 She had one full term normal 
delivery 8 years previously and the child was living She gave a history 
of 7 months amenorrhoea At about the third month of pregnancy she 
had severe pam in the abdomen, vomiting and slight vaginal bleeding 
The bleeding stopped in about 15 days but the vomiting continued until 
the sixth month The pam still continued in a lessened form On 
examination the foetus was found lying obliquely with the head in the 
left iliac fossa The foetal heart was heard External version was 
unsuccessful 

She was seen again on lQtli February, 1048, when in view of the 
history and the apparent superficiality of the foetal parts an advanced 
extra-uterine pregnancy was suspected and she was admitted for investi- 
gation A vaginal examination was made but was inconclusive A 
hysterograph was therefore done It showed a slightly larger uterine 
cavity than normal The tubes were not outlined, but, separate from 
the uterine shadow, was seen a normally developed apparently full- 
term foetus The blood picture was normal 

On 20th February, 1948, at about 8am the pam in the abdomen 
became more severe and slight vaginal bleeding started At about 
10 a m a decidual cast wps passed The foetal heart sounds acre still 
heard and she w as prepared for an operation 

At laparotomy the gestation qae was seen to arise from the top of 
the right Fallopian tube and bropd ligament There v ere no other 
adhesions The sac was opened and a normal full term living infant was 
removed The placenta presented itself m the lower part of the nb 
dominal incision and was found to arise from the right Fallopian tube and 
adjacent broad ligament The right Fallopian tube along with port of 
the broad ligament with the attached placenta and membranes were 
removed 

During operation she w^s giyen 2PP c c of glucose saline and post- 
operatively penicillin was givep prophylactically 

Her convalescence vas uneventful and both the mother and the 
child left the Hospital xyell on the 22nd post operative day 



Clinical Case Reports 

* OVARIAN INFANTILISM RESULTING FROM 
OVARIAN APLASIA OR AGENESIS 

REPORT OF TWO CASES 
by 

N D PA TEL, M.D (Lona ),JJHC.P (Lond ), F CJA 
G S Medical College nnd K. E M Hotpltal, BOMBAV 

Turner (1988) and Albright (1942) have described a new 1 syndrome 
characterized by primary amenorrhoea, sexual infantilism, short 
stature, webbing of the neck, and cubitas valgus 'in the females, who 
excrete abnormally large amounts of unnary gonadotippms. Primary 
ovarian insufficiency due to congenitally aplastic or rudimentary ova- 
ries is suggested as the cause of the syndrome The main clinical, 
anatomical, and biological features of the syndrome are 

(1) Short stature of moderate degree and stocky build, “ 

(2) Primary amenorrhoea, , 

(8) Infantile genitalia and hypoplastic uterus, absence pf breast 
development, and scanty or absent pubic and axillary 
hair, 

(4) Rudimentary or absent ovaries, 

(5) Hypophyseal gonadotropins excreted hi ' excess m urine, 

subnormal urinary estrogens, rtnd diminished 17-heto- 
steroids, 

(6) Delay m aging of bone, diffuse osteopprosis and vertebral 

chondrodystrophia, 

(7) A number of congenital abnormalities such as, webbing of the 

neck, scoliosis, cubitas valgus, syndactylism, co-arctation 
of the aorta, absent upper lateral incisor teeth, etc are 
associated with the condition 

Diagnosis — In making a clinical diagnosis of genetic ovarian 
insufficiency one may consider — Age — most of the cases published 
fall between the ages of 15 to 50 Onset is during school age, between 
7 and 16 Diagnosis is only possible after the failure of menstruation 
but it is possible to suspect the disorder m childhood Stature is 
between 180 to 145 cm (under 57 inches) Build — stock)' and short 
Dwarfism is supposed to be a genetic factor and not due to ovarian 
aplasia The chest is barrel-shaped or shield-form with widely 
spaced nipples and increased anterioposterior diameter Sexual 
retardation is shown in the absence of breast development, absent 
or scanty pubic and axillary hair, (scanty sexual hair growth 
is due to disturbance of suprarenal function and not due to 
ovarian aplasia), infantile external genitalia, and infantile or absent 
internal genitalia There is primary amenorrhoea B P readings 
are low but are not significant Other abnormalities — Webbing or 
apparent shortening of the neck, cubitas valgus, coarctation of 
aorta and various forms of vascular and skeletal abnormalities 
may be present The bone age shows retardation in a few cases, but 
most cases show normal development Osteoporosis is present in sortie 
cases Visual field defects have been recorded in a few cases The 
insulin tolerance test is normal The abnormalities present are as- 
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cnbed to (1 ) a genetic factor, (2) an absence of the ovarian hormone, 
and (3) a diminished adreno cortical function 

The clinical diagnosis is suggested in the presence of some of the 
above features, e g , primary nmenorrhoen, short stature, -absent or 
scanty pubic and axillary lmir, failure of mammary development) 
and some congenital abnormality Biological tests for the estimation 
of urinary hypophyseal gonadotropins (increase), estrogens (low), 
and 17-ketosteroids (diminished) are necessary to make the diagnosis 
more certain Absolute certainty is only possible after biopsy 1 e , 
histological study of ovaries after laparotomy, disclosing theif aplastic 
or rudimentary nature Tins last examination is rarely necessary if 
the clinical examination is thorough and if there are laboratory facili- 
ties for biological study The other causes of dwarfism such as pitui- 
tary infantilism, eunuchism, infantile myxicdema, mongolism, achondro- 
plasia, congenital heart disease, diabetes, rickets, renal disease, and 
malnutrition arc easily diagnosed, except that there may be difficulty 
to differentiate the condition from primary pituitary infantilism where 
the following-points of differentiation, taken from Del Castillo, will be 
found useful — 

Rudimentary ovaries Hypophyseal dwarfism 


(1) 

Y\ omen of short stature 

(1) 

Dwarfs ’ 

1 (2) 

Infantile mammary glands and 
genital organs 

(2) 

The same 

(2) 

Scanty development of ptibic and 
axillary lmir 

(3) 

Lack of pubio and axlllnry lmir 

(4) 

Well nourished and strong 

(4) 

Weak and easily tired 

(5) 

Bone age some years retarded 

(5) 

Very marked dpjflv hi bone age 

(«) 

Late closure of the epiphyses 

(0) 

Lack of closure of the epiphyses. 

(7) 

"Very frequently icrtcbral chondro- 
dystrophm 

(7) 

The some 

(8) 

Follicle stimulating hormone in 
creased in the urine 

(8) 

Lack of follicle stimulating hor- 
mone 

<») 

17-ketosteroids somewhat dimi- 
nished 

(0) 

17 ketosteroids considerably di 
minlshed 

(10) 

Normal insulin cune 

(10) 

There is no response to insulinic 
hypoglycemia 

(11) 

Congenital abnormalities , among 
them aortic coarctation and 
“Sphynx ” neck 

(ID 

Not obsen cd 

(12) 

Diffuse osteoporosis and early 
senility 

(12) 

Not obsen ed 

(13) 

Normal sella turcia 

(13) 

Pathological modification mny 
be Observed 

(14) 

Visual fields some functional 
alterations 

(14) 

Abnormalities in the presence of a 
neoplastic lesion 


Treatment — In the complete absence of ovarian hormones, the 
only rational treatment is estrogen substitution, and there is no ques- 
tion of stimulation by anterior pituitary, equme or chorionic gonado- 
tropins Testosterone, which produces growth m dwarf boys, is value- 
less in girls, and soon produces unpleasant masculansing effects The 
use of thyroid extract is also futile Stilboestrol or natural .estrogens 
may be used orally m a qyclio way for three weeks, stopp 
fourth week, which will result m withdrawal bleeding G 
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strol 1 mg each night for one week, 2 mg each night for the second week, 
3'mg'eAch'mght for the third week, stop for one week; then start a new 
cyhle as before If the bleeding occurs during administration, stop 
promptly and resume as above on the 3rd night of flow Ordinarily 
,this -will produce twenty-eight day cycles 

l. This treatment is expected to produce mammary development, 
growth of sexual hair and the stimulation of external and internal 
gepitaha (except the ovaries) to maturation This development will 
Iiave a favourable psychological effect on the patient who will regal'd 
herself normally acting and appearing female After a year or two of 
this treatment the question of marriage may be considered Marital 
life may be possible m a few cases but motherhood is out of question 
Alteration in linear growth is not possible by any means, the bone age 
being the same as the chronological age 

V - CASE REPORTS 

Case 1— OVARIAN INFANTILISM, RHEUMATOID AR- 
THRITIS, SPLENO-HEPATOMGALY, AND ACHLORHYDRIA 
history U II, a Hindu Kachhi girl, 20 years old; was brought 
for medical advice because of lack of menstruation, small size, insufficient 
development of secondary sexual characteristics, and painful swelling 
of joints (ankles, knees, wnists, elbow’s, and small joints of both- hands,) 
making it difficult for her to get up, w’alk about or w'ork, for tile last six 
months There was no physical asthenia or impairment of vision,. 

Born at full term, she w as breast-fed by her mother The - childhood 
development was normal There was no history of any disease m child- 
hood' except the usual children’s ailments Tile family history was 
negative \ ' 

musical rxAMiNATiox Height 51 inches (127 cm )' Sitting 
height 22 inches } Weight 00 lbs (80 Kg ) , Chest 25 inches , Abdomen 
22 5 Inches General nutrition, good {See Fig ] , 2, and 3 on p 148) 
Pihous system no hair m the axilla, scanty hair on moils veneris 
Pones no cubitas vulgus, no deformities 

Joints ICncc, ankle, elbow', w r nst and all the small-jpints of the 
hand, on both the sides, were sw’ollen, spmdle-sliaped, and "tender to 
pressure w ith restricted movements There w'os some wasting proximal 
to the affected joints The appearance was typical of rheumatoid 
arthritis (Fig 4) 

Mammary glands lack of glandular tissue , very scanty fatty 
tissue infantile mpples and areolae 

Circulatory system Size of the heart definitely enlarged, the left 
border being 10 cm from the mid-sternal Ime , soft systolic bruitprescnt 
at the apex conducted towards the axilla B P 105/65m rh Ilg 

Neck Short , no thyroid or thymus enlargement , no glands m the 
neck or axilla 

Lungs Normal 

Abdomen Spleen, enlarged 10 cm (4 inches) from the costal margin 
to the unjnhcus, hard, not tender; Liver t enlarged iSL cm (2 inches) from 
the costal margm, not tender Colon! some, thickening and tenderness 
Eyes • Fundus examination and -usual fields 'write ’normal 



Paid N 1) — Ovarian Infantilism 


105 


Gemtalta Hypoplastic vulva , labia minora and clitoris small , 
hymen preserved, rectal examination showed a long vagina and com- 
plete absence of uterus , uterocemcal ligament felt to be in the 
midhne , ovaries not felt anywhere m the pelvis 

X-Ray examination Shull normal , bones of the hands showed 
some osteoporosis , epiphyseal joining normal Heart was enlarged, 
lungs normal 

laboratori FINDINGS Blood R B C 8 million per emm , 
Hb 11 4 Gm per cent , some anisocytosis \V E C 8250 per emm 
polymorphs 00 per cent, eosinophils 3 per cent and lymphocytes 80 
per cent 

Urine nil abnormal except the presence of tsso plus albumin 

j : 
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Stools nil abnormal except the presence of cysts of Entamoeba 
hystolytica 

Blood calcium 11 mg per 100 ml of blood 

Blood phosphorus Inorganic phosphorus 8 0 mg /100 ml (normal 
3 mg ) , Alkaline phosphatase 22 units bodansky (normal 1 5 to 4 
units bodansky) 

Gastric juice Complete absence of free hydrochloric aCid, even 
after histamin injection ' 

Blood Kahn test negative r s. 

Hypophyseal foUtcle-shmulating-hormone (F S H ) was reported to 
be excessive in theiurlne per 24 hours, other biological examination for 
17-hetostcroids and fotjesgogens is as not availabje. 
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Carbohydrate tolerance E\ ton -Rose test and carbohydrate tolerance 
curve* were not earned out 

This case, besides the mam features characteristics of rudimentary 
or absent ovaries, shows signs of rheumatoid arthritis , hepato- 
splenomegaly, achlorhydria, and enlarged heart The artlmtis and 
enlarged spleen suggested Still’s disease, but the age of the patient an'd" 
the absence of enlarged lymph glands were against the diagnosis s ' 

Case 2 OVARIAN INFANTILISM, MACROCYTIC ANAEi 
MIA, SPLENOMEGALY AND ACHLORHYDRIA r 

R , a Hindu girl of 17 sought advice because of frequency of stools 1 
with blood and mucus of three months’ duration, absence of menstrua- 
tion and failure of sexual development There uas nothing of signific- 
ance in the past or familyJiistamv ^ -- 

piiysic.il EXAAnNATioNy^^eiglj^^O cm (5^ inches), sitting fieight 
2C inches., y eight 58 lbs Gencwjl^^frnrnnce pale nnd pulTy' f nutrition 
fair (Sec Fig 5, and (5 on p “ 1 < k*-~ • ' 

PihdUs-si/$icm smooth ~soTt-sLiiv not hairy, no hair m axilla or on 
mons \ cnerls , , Is ^ > "V 1 X - 1 - 

Skeleton neck short, suggesting webbing ; No other deformity 
General articular laxity * , 1 "<■ 1 ^ vj- 

Mil minim/ glands Lack of glandular tissue, slight fatty tissue, 
mfailtdemipples and areolae '-1, - J - " t " 

tJehiialm Labia uuvjora not properly developed Vulva hypo- 
plastic Hymen preserved Rectal examination showed complete 
absence? of uterus and ovaries i 

Clinical examination of chest and abdomen showed nothing ab- 
normal, except splenic enlargement, 5 cm from the costal hlargin 
The X-Ray examination of the bones and chest was also negative 
l ybo’ra.torx FINDINGS Blood Count R B C 1 4 mil per-emm 
Hb 30'per*cent , C I 1 , W B C 8800 per emm Polymorphs 58 
per cent,' Lymphocytes 40 per cent,* Large monocytes 2 per, cent 
Eiylhrocyte Sedimentation Bate 20 mm/hour (Westergren) ““ 

BJbjpd Chemistry inorganic phosphrous 4 6 mg and alkaline, phos- 
phatase ’ll units bodansky Sjtgols Typical findings of bacillar; 
dysentery Kahn test negative Gastric analysis Complete achlor- 
hydria F S H was reported to be m excess m the 24 hour urine 

Tlus case also presents most of the typical features of rudimentary 
or absent ovaries, together with macrocytic anaemia, achlorhydria and 
bacillary dysentery 
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Critical Notes and Abstracts 

NAIL CHANGES IN ARTERIAL DISEASE 

The nmls show specific pathologic changes m botli arteriospnstic 
and organic arterial diseases and are sensitive indicators of the severity 
of the underlying state In artcrio-spastic states, changes occur that 
may be grouped under the term of pterygium They consist of a thin- 
ning of the nail fold and a widening of the cuticle The normal abrupt 
demarcation between nail fold and cuticle, and between cuticle and 
nail plate is lost In organic arterial disease the nails do not show these 
changes There is rather a thickening roughening, and darkening, of the 
nail plate, which hides the nail head An increase in arterial circulation 
by any means gi\ cs rise to a more nearly normal grow th of the plate 
Less specific changes include (he growth of claw' nails, or the loosening 
and shedding of the nail plate m severe disease of cither \asospastic 
or organic origin Painful nails are often an expression of the hyperes- 
thesia of scicre ischemia, in which operations for ingrown toc-n&il 
usually cause gangrene Primary infections of the nails are uncommon 
in peripheral \ascular disease, but the nails may be involved m acral 
ulceration, or may show subungual abscess o\ cr an osteomyelitis of the 
terminal phalanx — (Edwaud A Edw'AJIDS, m d , The New England 
Journal of Medicine, September 2, 239 302 36a, 1918) 

A NEW TREATMENT FOR THE RELIEF OF OBLITERATIVE 
DISEASE OF PERIPHERAL ARTERIES bif Isrooit Mufson, nr d , 
(New York, Annals of Internal Medicine, November, 29 903-913, 1918) 
A procedure which can reproduce the immediate benefits of a 
sj mpathectomy and can be repeated if new developments make it 
necessary, should be a most useful means of treating obliterative peri- 
pheral arterial diseases We have found that the intra-arterial infusion 
of a dilute solution of histamine may approach this ideal In this article 
we arc reporting its use m the femoral artery in patients with a severe 
insufficiency of the peripheral arterial circulation of the lower extremi- 
ties caused by an endarteritis obliterans due to thromboangiitis or to 
arteriosclerosis _ 

Method — An ordinary infusion burette was connected by means pf 
a Y tube to a conventional sphygmomanometer, and a closed circuit 
established With the skin and subcutaneous tissue anesthetized with 
procaine, a 2-jnch, 20 guage needle was introduced into the femoral 
artery The appearance of pulsating, bright red blood in a syringe 
attached to the needle was evidence of entry into the artery The 
pressure of the infusion was then raised or lowered uritd the pulsating 
blood could be seen only during each systole of the heart The solution 
consisted of 500 cc of normal saline, to which was added 1 between 
1 38 and 2 75 mg of histamine acid phosphate (Lilly) equivalent 
respectively to 0 5 mg of histamine base The infusion was given 
weekly , and if the symptoms were totally disabling, biweekly The 
dropping rate was measured in the drip indicator during the diastolic 
fall in pressure during which inflow into the artery took place It w r as 
found that between 2 and 5 drops per heart beat permitted an erythema 
of the thigh to develop without any subjective symptoms 

To date we have performed more than 500 arterial punctures At 
no time have any local ultra or extra arterial complications resulted 
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The diffusion of radiosodium was studied in many patients 

Results — The immediate objective responses to an intra-arterial 
infusion of histamine are striking The degree and extent of these 
reactions are dependent upon the extent of the arterial block and the 
availability of a collateral circulation The effects include a change m 
skin colour and temperature, a distension of the superficial veins and 
alteration m the rate of diffusion of radioactive sodium As the solu- 
tion of histamine begins to enter the femoral artery a definite erythema 
spreads over the thigh from the groin and buttock to the knee, becoming 
more intense as the treatment continues The back of the leg, then the 
frong, and lastly the foot, become pink 

If the infusion is given too rapidly, thus permitting histamine to es- 
cape into the general circulation, erythema is observed to develop m 
the upper half of the body while the leg becomes only mottled and the 
foot even cyanotic When the flow is slowed, however, permitting fixa- 
tion of histamine m the leg, then the skin of the leg and foot becomes pink 
and the rest of the body remains pale Such an observation is corro- 
borative evidence of the futility of giving vasodilators intravenously 
Its generalized dispersal opens the more sensitive and healthy arteries 
of the upper half of the body first The dilatation diverts blood from 
the arteries of the lower half, this is valueless and may actually be 
dangerous 

A rise m skm temperature follows the erythema rapidly m the thigh, 
more slowly in the foot The presence of erythema does not necessarily 
mean a rise m skm temperature, however A rise m the temperature 
of the skm over the calf of the leg is most significant It indicates that 
blood flow to the calf muscles has been increased to a magnitude where 
it might be expected to relieve the pams experienced while walking and 
sleeping 

No other treatment was used concurrently in the present study 
Each patient had previously had one or more types of treatment. 

Our results show that walking tolerance was raised to normal in 
about 85% of the patients treated, and the pain present during sleep 
was abolished m all 

Discussion — It has been shown that histamine given by arterial 
infusion is a powerful dilator of all the components of the peripheral 
vascular system Its increase of the temperature of the skm and of 
radio-sodium diffusion indicates that all arteries are widened The 
erythema of the skm which follows its use means that the precapillary 
sphincters are relaxed and the minute vessels are wide open The super- 
ficial veins become visibly dilated These physiologic responeses are 
probably as short-lived as G hours , still improvement follows weekly 
infusion 

From the benefit m walking and sleep tolerance obtained, it is 
apparent that arterial blood flow after histamine infusion is effective 
and competent 

TEN SCIENCE ADVANCES OF 1948 

i 

The ten most important science advances made during 1948, as 
picked by Dr Watson Davis, director of Science Seryices, are 

1 Creation artificially m world’s largest cyclotron of subatomic 
particles, called mesons, that may unravel mystery of composition of 
matter 
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2 Aclue\ cment by jet plane of speeds w ell beyond the barrier of 
ihc speed of sound, opening a new atr age 

3 Demonstration that a single penicillin pill, swallowed a few r 
hours after exposure, can prevent one of the tw r o major venereal diseases, 
gouorrhea 

4 Synthesis of glycerine from petroleum, making its commercial 
production independent of fat supply 

5 Discovery of aureomycin and polymyxin, drugs effective 
against diseases unconquered by sulfa drugs and other antibiotics 1 

0 Comjilction of the 200-ineh world’s largest telescope on Me 
Palomar, Cahf , seeing deepest ever into cosmic space 

7 Authorization of two gigantic atom smashers, to produce three 
to fi\ c years hence sub-atomic “bullets” rivahng cosmic rays of three to 
seven billion electron-volts, vastlj extending scope of nuclear physics 

8 Commercial production of “low -temperature” rubber, giving 
chemical rubber superiority o\cr nafuril rubber 

A Discmcry of the fifth moon of the planet Urumis, with 36-hour 

orbit 

10 Use of neutrons to explore the structure of m ltlcr by produc- 
tion of diffraction pattern photographs — Sen me Ncies Letter, (Decembci 
18, H 398, 1018) 

MEDICAL ASPECTS OF THROMBOPHLEBITIS by Edgar V 
Aumv, Rochester, Minn Bulletin of the New York Academy of Medicine, 
August, 24 491-501, 1948 

In most instances the terms phlcbolhrombosis, thrombophlebitis, 
and venous thrombosis may be considered synonyms While I am awnrp 
that some clinicians identify plilebothrombosis as a separate entity from 
thrombophlebitis, it has been my experience that differentiation is 
ordinarily of insignificant importance and m many instances impossible 

In general there are two causes of thrompldebitis, injury to vein 
wall and changes in the blood There are many instances of tfirom- 
lioplilebitis for which the mechanism is not readily apparent, for example, 
thrombophlebitis following an abdominal operation but we do not kna\v 
that this slowing of flow causes tlirombophlebitis The cause of super- 
ficial thrombophlebitis of patients who have cancer of the lung, stomach 
or pancreas is also unknown - . 

In a cake of superficial thrombophlebitis, the physician should 
determine first whether the vein has been injured by trauma or injection 
He should consider phlebitis occurs cofnmonly m varicose veins probably 
as a result of destruction of mtimh, slowing of blood flow and reduced 
pxygen saturation of blood He should consider thrombo-angnttis 
obliterans because superficial thrombophlebitis occurs at some time m the 
course of 40% of patients with thrombo-angntis obliterans He Should 
think of polycythemia vara which notoriously provokes both arterial 
and Venous occlusion He should think of malignancy, inasmuch OS 
carcinoma of the bronchus, stomach and pancreas is not infrequently 
the direct cause of venoup thrombosis Finally, superficial thrombo- 
phlebitis may occur without apparent cause , the situation is comparable 
to tonsillitis, appendicitis and cholecystitis except that a bacterial cause 
is not commonly apparent in phlebitis ' 1 

Th6 treatment of superficial thrombophlebitis is of course the treat- 
ment of the cause of it, When that be determin ‘mp " ql ihlcbi 
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itself may require no specific treatment Indeed, the commonest type of 
superficial venous thrombosiSj that following injection treatment of 
i atices is ordinarily given no specific treatment It is surprising how 
inconsistent we are m our attitude toward phlebitis in varices, caused by 
injection of a sclerosing solution and that occurring Spontaneously 
When the phlebitis is intentionally provoked the patient is kept active 
When phlebitis occurs spontaneously in varices it has been customary to 
restrict the patient to bed There is no satisfactory explanation of this 
inconsistency 

If thrombosis progresses close to the jiuiclure of the greater or 
lesser saphenous systems with the femoral or popliteal v eins respectivelj , 
its progress must be halted either by anticoagulants or by surgical 
ligation and division Failure to do so may permit extension into the 
femoral or popliteal vein from which a pulmonary embolus may arise 
Also important to remember is the possibility of thrombophlebitis of the 
•deep veins associated with superficial phlebitis If any evidence of this 
exists it is well to use anticoagulants ! ' 

In a case of deep thrombophlebitis the physician should think first 
of the cause of which the three most common are operation, delivery and 
bed rest as a result of illness of a medical nature It may resultfrom 
trauma, from many infectious diseases as, for example, pneumonia and 
tularemia, from polycythemia or leukemia or from pregnancy If none 
of these or malignancy or thromboangiitis obliterans are apparent on 
careful examination, the physician wull need to consider that the throm- 
bophlebitis of the deep veins is of the “idiopathic” type One treat- 
ment of doep thrombophlebitis, is, of course, the treatment of its causeif 
that can be determined How ever, there is need for immediate treat- 

ment, first to preieut pulmonary embolism, second, to restrict the 
thrombosis to as small an extent as possible m order to lessen the 
chronic venous insufficiency which is an inevitable consequence of 
j5ff<2P|l5,Allf 0,n ^ 0Sls J edema, varices, stasis dermatitis and ulceration 
\ Our jussmg the active treatment of thrombophlebitis, I will dismiss 
bout Hi of veins with a few r sentences I believe that anti-coagulants 
wih do as much as ligation of more. I prefer anticoagulants to hgatiOn 
m all cases except when anticoagulants are contraindicated, and when 
they have not been effective As to anesthetization of appropriate 
sympathetic ganglia, this procedure is said to lessen pain, fever, and 
edema m acute venous thrombosis In my experience, with rare ex- 
ceptions, the pain requires only aspirin or codeine, the fever is usually 
mild and I have observed little or no effect on edema The stafenjent 
that this procedure lessens chrome venous insufficiency, seems on very 
insecure footing Finally, I believe that elevation of the extremity 
and the application of warm moist packs has the same physiologic effect 
on circulation of a limb as sympathetic block and is to be preferred be- 
cause of its simplicity The contribution to the treatment of thrombo- 
phlebitis which is the greatest interest now is treatment with the anti- 
coagulants, heparm and dicumarol 

Hepann .should always be used when an anticoagulant effect is 
needed quickly and when reliable laboratory determination of the value 
of prothrombin m the blood is not available Intravenous injection of 
50 mg of heparm (Sec solution) every four hours is generally the most 
satisfactory mode of administration Dicumarol should be Used vt hen- 
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Over an anticoagulant effect is needed over a period of days, weeks, 
months, or years, provided the determinations of the value for 
ptotholubm m the blood are reliable When both a rapid and a 
prolonged effect of an anticoagulant are desired, heparin and dicumaro] 
should be administered simultaneously , administration of heparin 
should be discontinued u hen dicumarolhas produced a satisfactory effect 
on prothrombin 

The Ddsagc of Dicumarol — Three hundred milligrams of dicumaro! 
arc given oil the first day and 200 mg on the second day In each 
subsequent day when the prothrombin is more than 20%, 200 mg are 
given On any day when the value for prothrombin is less than 20%, 
dicumarol is withheld There are minor variations of this program 
depending on sensitivity or resistance of a patient’s prothrombin to 
dicumarol 

The Prevention and Control of Hemorrhage — The best method of 
preventing hemorrhage is to use dicumarol expertly Even then, 
hemorrhage may occur When epistaxis, hematuria and local ecchy- 
mosis are minor we do not ordinarily alter dosage but observe the patient 
for signs of more extensive bleeding If bleeding from an operative 
wound is continued or marked, synthetic vitamin K (menadione bisulfite) 
should be gdppmstered intravenously in amounts of 60 mg and trans- 
fusion of fresh blood should be used to restore the blood that has been 
lost The injection of vitamin K can be repeated at two hours intervals 
once or twice /is needed 

Hwv long should the physician continue anti-coagulant therapy 
and what sjiould he do once the acute phase is over? Ordinarily, m 
deep thrombophlebitis we continue anticoagulant therapy for about 
10 davs unjess there is ev idence of progressive venous thrombosis I 
am uncerf/un about ambulation m the presence of acute throm- 
bophlebitis Of deep veins I believe a median course is advisable as far 
as activity Ip concerned Usually I recommend ambulation when 
edema ftps largely or wholly disappeared 

T)>e final consideration in deep thrombophlebitis is the management 
wheq t|ip ipitient becomes active This can be stated in two words 
Prevept edepm 1 This is accomplished by adequate bandaging The test 
of adequacy 1 ;s whether or not edema occurs when the bandage is worn 
Ordiparjly, the cloth-elastic bandage known as the Ace bandage or 
tensor bppeja^e is inadequate The best bandage, by all means, is the 
pure gu’ip Rubber bandage 8 inches wide and 15 feet long No attempt 
is mac|e tq bandage above the knee The edema there disappears in 
time TJ^e bandage is applied in the morning usually over a lisle stock- 
ing If tjiere is much perspiration it is well to change the stocking and 
re-appjy thp bandage at noon Naturally it is not worn at night I 
know (itt/e advantage to instructing the patient to sit with the leg on a 
stooj op pfiair or to elevating it while he is in bed Once every month 
the pafippt discards the bandage for one day If edema occurs tha 
banqage is worn for another month Many patients can discard the 
bfqidpge fprever within three to six months 

TREATMENT OF HYPERHIDROSIS AND SYMMETRIC 
LIVIDfTIES OF THE FEET %J G Hopkins, m d , A B Hilkegas 
m n , R,’ R Ledin, m d , G C RebEll, m d and E Camp, m d New 
York ( Archives of Dermatology and Syplnlohgy, May, 1948, 57 850-57) 
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In the course of a study of dermatophytosis in infantry troops 
numerous cases of severe inflammation of the feet were encountered 
which could not, on the basis of our evidence, be ascribed to fungous or 
to pyogenic infection or to sensitization to footgear It appeared that 
the essential cause was hyperhidrosis The eases were of two types 

Diffuse Hyperhidrosis — The larger group was of men who showed 
excessive sweating of the entire foot The skin was often macerated 
There was frequent erythema and edema of the dorsal and plantar 
surfaces of the toes and often denudation of the corneal epithelium and 
fissures on the webs of the toes In a number of men definite non- 
suppurative cellulitis of the toes developed All toes were unformly 
involved, and the complaints of the men were of burning and pam rather 
than of itching 

In 201 such cases fungi were demonstrated m only 37 per cent, 
although some were searched on eight successive occasions and the 
median number of examinations was two This frequency was some- 
what lower than m samples in the general military population 

Symmetric Limdities — A curious type of lesion was seen m many 
men with, and in a few without, general hyperhidrosis They presented 
on pressure areas sharply bordered plaques of white soggy shin sur- 
rounded by narrow violet-red borders The plaques often appeared 
slightly raised Little beads of clear fluid appeared on their surface, 
even when the more normal surrounding skin was fairly dry The areas 
were often exquisitely sensitive to touch They occurred most fre- 
quently on the sole of the heel and at the heads of the metatarsals, but 
also on the plantar and lateral surfaces of terminal phalanges artd, m 
fact, anywhere that the shoe or a neighbouring toe exerted pressure ' 
Various hypotheses have been advanced as to the causation of these ' 
Avidities, but all observers have noted their association with hyper- 
hidrosis Pressure and friction on skm macerated by sweat may be an 
adequate explanation Denudation of the horny layer of an edematous 
area may have permitted exudation of interstitial fluid, which gave 
the appearance of local sweating 

Treatment — In the treatment m these cases, formaldehyde and 
alum were used in an effort to reduce sweating and tannic acid with the 
purpose of preventing maceration Of numerous preparations the fol- 
lowing ones seemed most useful 

1 Foot baths containing 4 per cent potassium alum were used in' 
45 cases of severe diffuse hyperhidrosis with improvement m about 50 % 

It seemed that most useful treatment m cases with much inflammation 

2 A 4 per cent solution of formaldehyde painted on the affected 
areas was used in 76 cases of symmetric lividity It seemed to give the 
most prompt relief in this condition Improvement was recorded m 
88% and complete clearing 88% It was also used m 172 cases of diffuse 1 
hyperhidrosis and was frequently of temporary benefit 

8 For dressing denuded areas, which frequently develop on 11 
hyperhidnotic feet, tanmc acid ointments seemed especially 'useful 1 
The most satisfactory preparations- were 10 to 20% tannic acid m a 
“carbowax” (a polyethylene glycol) base 

4 For prolonged treatrrfent m ’these cases, powders were more 
practical and probably of greater benefit Of various alum powders, 
one composed of 25% exsicated potassium alum and 75% talc appeared 
the most satisfactory Powders containing 5% paraformaldehyde m 
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Jtalc or 1x3111011116 gave more permanent -and decisive results in most cases 
:and seem to deserve more trial m the treatment of hyperhidrosis. -Pow- 
ders of from 10 to 20% tannic acid appeared less effective. 

We were naturally apprehensive about irritation or sensitization 
ifrom formaldehyde, on account of the known occurrence of occupational 
•dermatitis from its use However, of 48 patients who used the para- 
formaldehyde powder only, none showed evidence of dermatitis In 2 
patients fissures developed while they were receiving treatment, which 
were probably due to excessive drying by the powder Of 21 8 patients 
•whose lesions arc painted with the 4% solution of formaldehyde, with 
or without the powder, dermatitis developed an 5 (2 8%), but m no case 
was it severe or persistent In 20 of these patients fissures developed 
while they were receiving treatment The patients were to some 
•extent selected, as none of the formaldehyde preparations are used 
for patients already showing signs of eczematization. If used with 
judgment, we believe that both preparations, especially the paraformal- 
dehyde powder, will prove helpful m the treatment of hyperhidrosis 

INSULIN MIXTURES AND CONSERVATION OF INSULIN 
by Russell M Wilder, m d. Rochester, Minn '{American Journal of 
Mcfocinc , 1D4S, 5 582--S36) 

My colleagues and I have had almost 10 years of experience with 
insulin mixtures. We are now obtaining reasonable control of glycos- 
surm with only one injection daily m a fair majority of cases of what we 
•call grade 4 diabetes, that is, -cases in which the diabetes os of such seve- 
rity that the total daily insulin requirement of the patient exceeds 
SO units 

We advocate preparation of the mixture m the syringe accoldmg 
to the technic herein described The procedure has the disadvantage 
of being somewhat difficult to teach to patients, and for that reason -it is 
unsuitable for the very ignorant or for those who are handicapped by 
poor vision For such individuals we resort to other methods of insulin 
admmistratioTu 

In most cases, however, the patient has been able to acquire the 
technic of malung mixtures, and the advantages of the procedure are 
iniportant. They areflj that m a large proportion of all cases, adequate 
control of glycosuria is obtainable with a single injection daily, (2) 
that continued insulin action is assured over the night with little danger 
of reaction at that time, and ^8} that the total daily umtage of msuhn 
required is usually somewhat smaller than that necessary for com para- 
able control of glycosuria when dependence must be placed either on 
soluble msuhn or on protamine zinc insulin used alone 

Another great advantage of msuhn mixtures prepared m the syringe 
is that each component of the mixture can be adjusted to fit the needs 
of the individual Also m our experience the requirements of the in- 
dividual are likely to change from time to time 

In the majority of cases, 2 parts of soluble msuhn added to one part 
■of protamine zinc insulin best fits the needs most of the time In other 
cases other ratios have been advantageous The appropriate ratio 
rarely exceeds 8 parts of soluble insulin to one of prot" • • or f ' 
below 1 1 A ratio lower than 1 1 usually implies 

zme insulin will do all that is required 



174 


The Indian Physician , June 1949 


In cases of mfld diabetes-, with a total daily requirement of less than 
20 units, the condition can be handled safely by the use of only prota- 
mine zinc insulin. In cases of severe diabetes a dose sufficient to pre- 
vent gross glycosuria after meals commonly precipitates an insulin 
reaction m the night The night is a bad time for a reaction because the 
patient and his family are asleep Furthermore, the hypoglycemia 
which develops from an overdose of protamine zmc insulin comes on so 
gradually as to be almost symptomless, and the patient may remain quite 
unaware that his blocd sugar has fallen to unphysiologic levels This: 
fnay go on unrecognized for quite a long time 

As a rule, vague but unpleasant symptoms develop fairly early 
even when the patient experiences none of tlie symptoms which common- 
ly are attributed to insulin reaction, symptoms such as sweating, anxiety,, 
tremor and diplopia, with later loss of consciousness and convulsions 
A fair proportion of diabetic patients who come to the Mayo Clime 
using protamine zmc insulin complain on arrival of lxeadaches, back- 
aches and leg aches, associated with feelings of exhaustion and weakness 
With incapacity for mental concentration Their symptoms disappear 
soon after the dose of insulin has been, lowered In a few instances, 
actual mental deterioration lias been evident, and then recovery lias 
been delayed 

The symptoms mentioned also are observed m patients who use 
mixtures of soluble and protamine zmc insulin, especially when the 
amount of protamine zmc insulin in large Therefore, when the total 
insulin requirement is large, involving the use of more than 20 units of 
protamine zinc insulin combined with 40 units of soluble insulin, we now 
ad\ ise either increasing only the amount of soluble insulin in the mixture 
or abandoning the attempt to obtain control of glycosuria with a single 
injection daily and giving a supplementary dose of soluble insulin before 
the evening meal. 

Control of glycosuria in some instances is less satisfactory with 
mixed insulins than we should like to have it In certain cases, 
results superior to those obtainable with mixed insulins are to be had 
With injections of soluble insulin given 3 to 4 times daily or with 
protamine zmc insulin and soluble insulin administered in separate 
sites Irt a few cases of severe diabetes, best control has resulted from 
giving soluble insulin before breakfast, and globin insulin before the 
midday meal, The action of globin insulin seems not to extend much 
beyond the 10th hour With 2 injections a day, however, one of soluble 
and one of golbin insulin, this difficulty is overcome 

Use of extemporaneous mixtures of protamine zmc insulin and 
Soluble Insulin m one syringe calls for precaution to prevent introduction 
of one kind of insulin into other vial An appropriate volume of air is 
first injected into the vial of protamine zmc insulin, and the needle is 
Withdrawn Without any insulin being permitted to enter the syringe 
Then the desired dose of soluble insulin is drawn into the syringe in the 
Usual manner. After this, the needle is again inserted into the vial of 
protamine zihe insulin, and the desired dose is allowed to flow into the 
syringe, and to overlie the soluble insulin which is there already The 
2 insulins are then mixed by drawing a small bubble of air into the sy- 
ringe, inverting the syringe several times and then expelling the bubble 
Usually with diabetes of moderate seventy, adequate information is 
obtainable by testing unne twice daily, before breakfast and before 
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sujipu Sugai m (in urine before the morning meal calls for more pio- 
tnnnnc /me insulin whereas sugar before the evening meal demands 
more soluble insulin 

In most eases, when reasonable control of glycosuria has been ef- 
fected, it is inadvisable to make cluingcs in the doses of the 2 kinds of 
insulin more frequently than has been suggested Factors other than 
insulin notably emotional disturbances and variations of foot mtake- 
niaj be responsible for transient glycosuria On the other hand, the 
occurrence of a bona fide insulin reaction usually calls for lowering the 
next day’s dose of insulin 

Considerable aih antage attends the continued useof someprotamme 
7inc insulin in emergencies Although multiple injections of soluble 
insulin arc also made, jirolonged action of the protamine zinc insulin is 
helpful to insure a continuous insulin effect day and night When the 
pntienthas been maintained cither with one injection daily of protamine 
zinc insulin alone or with a mixture of soluble insulin and protamine 
7inc lhsulin, the dose of protamine zinc insulin or that of the mixture is 
continued ns before, with additional injections of soluble insulin made 
at intennis Freshly secreted urine is tested for sugftr — and for 
dincctic acid when necessary — every 3 hours, and appropriate doses of 
insulin are gi\ en after each test 

Great saving in the use of insulin in cases of diabetic patients who 
are grossly o\ erw eight can be accomplished by not using insulin at all, 
except in periods of emergency The treatment of choice for the obese 
diabetic patient is a reducing diet, not msuhn When such patient 
is gn en a diet as low' m calories as or lower than his basal caloric needs, 
he usally becomes aglycosuric without msuhn The giving of msuhn 
may only stimulate his appetite and add to his desire to eat beyond his 
diet Also w hen the bodj' w eight of such a patient has been lowered to 
the standard weight for height a maintenance diet usually can be tolera- 
ted without insulin 

VITAMIN B-12 THERAPY IN PERNICIOUS ANEMIA I 
EFFECT ON HEMATOPOIETIC SYSTEM bij B E Hall, m d 
and D C Camphejl, md Rochester, Minn Proceedings of the Staff 
Meetings of the Mayo Clime, December 8, 23 58 4 590 

We ha\ e studied the effects of B-12 therapy in 11 patients who had 
jicrmcious anemia m sex ere or moderately see ere relapse Right of the 
11 patients had not had prexious anti-anennac therapy, inasmuch as 
the diagnosis was not established until after admission to the Clime 
Two of the remaining 3 patients had had short courses of parenteral liver 
therapy 4 and 3 yeais pieviously, and the last patient had received liver 
extract by mouth over a 3 year period but had taken it m inadequate 
dosage and for only short inter\ als for one year prior to admission All 
21 patients hai e been under obserx ation for from 1 to 5 months 

Prioi to the beginning of treatment, the erythrocyte counts of 8 of 
the 2 1 patients w ere less than 2,000,000 cells per cubic nun of blood, 
and in 3 patients they were between 2,500,000 and 8,000,000 After the 
administration of vitamin B-2 2, leticulocyte peaks of from 7 2 to 39 -0% 
were noted in the group ol cases in which the initial erj throeyte counts 
were less than 2,000,000 and lrom 2 1 to 9 7 in the other group The 
reticulocyte peaks in all cases occurred from the fourth to the seienth 
day after institution of therapy In 6 of the 11 patients, the erythro- 
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cyte counts levelled off instead of continuing to rise after the counts had 
exceeded 8,000,000 Plateaus of this type lasted from 1 to 3 weeks 
Concomitant with the increase m number of erythrocytes, values for 
leukocytes and blood platelets returned to normal m all patients in 
which they w ere sub-normal prior to the institution of therapy 

Approximately 1 0 nucrogram of vitamin B-12 is the equivalent of 
one U S P unit of extracts of In er or stomach mucosa The optimum 
treatment and maintenance dosages for our patients liar e not yet been 
established 

Sternal aspirations were performed m 10 of the 11 patients prior to 
administration of vitamin B-12 Erythrocytic regeneration m 7 w r as of 
the megaloblastic type, and m one it was of the normoblastic type 
Serial sternal aspirations performed after the administration of vitamin 
B-12 showed rapid conversion from megaloblastic to normoblastic 
regeneration, which was \irtuall\ complete m 4S hours in patients who 
were given relatively large doses of the vitamin 

2 EFFECT ON THE GENERAL CLINICAL AND NEURO 
LOGIC MANIFESTATIONS 

We studied 11 patients with pernicious anemia who were gnen a 
course of vitamin B-12 therapy All 11 were m severe or moderately 
severe relapse prior to the institution of treatment, and all had the usual 
symptoms attributable to the attendant anenua Six had glossitis, 

3 had peripheral neuritis, and 0 had peripheral neuritis and early or 
moderately advanced subacute combined degeneration of the spinal 
cord 

Following the intramuscular administration of vitamin P-12 and 
concomitant with improvement in the anemia, a gradual return of 
strength and mental alertness, and improvement in appetite w’lth conse- 
quent gam in w eight were noted Soreness of the tongue and mouth 
disappeared within a few days and regeneration of lingual papillae 
usually was complete in from 4 to G weeks 

Varying degrees of miprov ement in the neurologic manifestations 
were observed in 3 patients who had peripheral neuritis, and m 5 of 0 
patients w r ho had peripheral neuritis and subacute combined degenera- 
tion of the spinal cord In 3 of G patients with combined generation of 
the cord, the rate of improvement appeared to be remarkably rapid for 
the degree of neurologic involvement noted before treatment w T as begun 

WHAT THE GENERAL PRACTITIONER SHOULD KNOW 
ABOUT OPHTHALMOSCOPIC EXAMINATIONS by Frederick; 
A Davis, Madison, Poslgiaduate Medicine, December, 4 473-500 

The general practitioner should use the ophthalmoscope in his daily 
work, since it can pronde a great deal of valuable information in the 
study of patients Many ocular diseases are but local manifestations in 
the eye of common general ailments 

Before entering upon a description of the technic of ophthalmoscopy 
let us first consider some of the basic rules which shouldgovern everyone 
w-ho uses the ophtalmoscope fi'irst, to obtain a satisfactory view of the 
fundus, the media must be clear By that I refer to the cornea, aqueous 
crystalline lens, and the vitreous If there should be clouding of these 
structures from v anous causes, difficulty wall be encountered m visuali- 
zing the fundus and consultation ma\ be necessarv 
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Second the size of the pupil is of great importance, especially when 
one is not '•killed in the use of the ophthalmoscope Should a clear view 
of the disk and retina prove impossible through the undilated pupil, 
a -week mvdrntic such as euphlhalmine, 3%, or ephedrme, 5%, may be 
used to relax the sphincter A complete and thorough study of all 
parts of the fundus is usually impossible unless the pupil is dilated 
These drugs produce a moderate dilatation of the normal pupil in 15 to 
10 minutes, although at times two instillations may be required if the 
iris is rigid Their action is not excessive or prolonged and it can be 
quicklj neutralized by the use of a drop of a miotic, such as pilecarpme, 
2%, or eserme, 0 5% 

One should bem m mind that careless or indiscriminate dilation of 
the pupil in subjects of -10 years or over may, in rare mstances, pre- 
cipitate an acute, rise in intraocular pressure, such as is seen in acute 
glaucoma, m an individual already the subject of the disease m its early 
or latent stage, winch has been unrecognized Theie, it is always wise 
to use a counteracting miotic at the conclusion of the examination when- 
c\ er the pupil has been dilated for diagnostic purposes 

Ttchnic of Examination — The direct method utilizing the electric 
self-luminous ophthalmoscope, is the simplest and most easily mastered 
technic yet dc\ ised I think it helpful foi both patient and examiner to 
be comfortably seated m a dark or semi-dark room The examiner 
should sit on an easily movable stool on the patient’s right side when 
examining the right eye, and on Ins left side when examining the left eye 
The examination is easier if the examiner’s and the patient’s heads are 
on approximately the same level The patient should be told to look 
straight ahead or slightly to the nasal side, directing the gaze of the eye 
not under examination at some object, such as a white disk of paper 
pasted upon the ojiposite nail of the room 

The ophthalmoscope should be held vertically in the examiner’s 
right hand before his right eye uhen examining the patient’s right eye, 
and m the left hand before the left eye when examining the patient’s left 
eye "With the instrument held close to lus own eye the examiner should 
approach the patient’s eye, at the same time steadying the patient’s 
head by placing lus hand on the back of the head or neck The light 
from the ophthalmoscope is directed into the patient’s pupil a few 
inches from the eye until a fundus-glow is seen The examiner then 
continues to approach the eye as closely as possible without touclung it, 
xv hereby details of the eye ground will come into view If the examiner 
has a moderately high refractive error, he should wear his glasses, but 
they mechanically interfere somewhat with the examination and may be 
discarded if desired 

I suggest that the general practitioner familanze himself with the 
appearance of the fundus m the following five basic conditions 

1 He should know the normal fundus and its common variations 

2 He should be able to recognize abnormal blurring, congestion, 
swelling, or choking of the papilla, which is commonly seen in optic 
neuritis (papillitis) and in choked disc (papilledema) 

S He should be able to recognize pallor of the optic disk and x r ai y- 
mg degrees of atrophy 

4 He should be familiar with true glaucomatous cupping of the 
nerve head and be able to differentiate it from physiologic cupping 
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5 He should be able to recognise abnoi nudities in retinal vessels, 
particularly constriction or narrow mg, spasm oi obliteration, irregulari- 
ties in caliber, tortuosity beading, changes m colour, arteriovenous 
compression, and haemorrhages and exudates in the retina 

Retinal hemorrhages and exudates frequently occur m the course of 
various general diseases, such as diabetes, hypertensive cardiovascular 
and renal diseases, the toxemia of pregnant} , etc Their site, source 
and character are varied, and the general practitioner may at first find 
it difficult to explore all their implications It is important, however, 
for him to be able to recognize their presence , thereafter he may seek 
assistance concerning their nature and significance from someone more 
thoroughly trained in ophthalmoscopic interpretation 

Ophthalmoscopic Appeal anct of the Normal Fundus — The appear- 
ance of the normal fundus may vary considerably in different indi\ iduals, 
depending upon, age, complexion, r ice, etc It is, therefore, important 
that the practitioner become familiar with these variations m order that 
he may not confuse them w ith pathologic changes 

Systematic writers frequently describe the norma) fundus under 
three different types, to winch I should like to add a fourth, (1) the 
uniform stippled fundus (2) the tasselated fundus, (3) the albinotic 
fundus, and (4) the mixed-type fundus 

These variations depend, in a laige degiee, upon the amount, type, 
and distribution of the pigment m the choroid and the pigment epithe- 
lium of the retina The intensity of the pigmentation usually follows 
the color of the hair and skin of the individual, varying w'lth the blond 
and brunette types 

The macula is located in the line of the \ lsual axis at the posterior 
pole of the eye Its center, the fovea, lies about 8 5 mm or 21 disk 
diameters to the temporal side of the disk and slightly below r the horizon- 
tal meridian The usual ophthalmoscopic appearance of the macula 
consists of a small white spot surrounded by an area more deeply pig- 
mented than the rest of the retina This white spot is nothing but a 
reflex from the curved surface of the macula at the fovea Its form and 
shape change, therefore, as the light from the ophthalmoscope is moved 
in different positions The sharp contour and brightness of the reflex 
usually diminishes with advancing years The macular area can be 
best observed if the patient is directed to look at the right m the ophthal- 
moscope, providing the pupil is well dilated If the the pupil is not 
dilated, this procedure is not satisfactorv, since the pupil will contract 
sharply, and the light reflex from the cornea mav prove annoying or may 
make it impossible to view the macula under these conditions The 
inexperienced may have to search for the macula and may find it helpful 
to note that the fine terminal retinal blood vessels w Inch surround this 
are a point toward it but end before reaching it 

The optic disk or papilla is the point of greatest interest in the fun- 
dUs It may be located by following the larger vessels to the point 
where they coni erge or emerge on the surface of the retina It can best 
be observed if the patient is directed to look slightly in, or nasalward, 
since it lies to the nasal side of the visual axis and is, therefore, out of line 
wdien the examiner looks into an eye whose gaze is directly forward 
When examining the disk it is well to keep in nnnd the following points 
(1) form and size, (2) color, (3) margins (4) surface lex el (excavation or 
protrusion), and (5) blood vessels 
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If Hie pin siologit cup is quite large it may be confused with the 
pntliologic cupping seen in glaucoma The criterion for differentiation 
of the physologic cup from that of glaucomn is that the former does not 
extend to the border of the dish Usually some normal, healthy nerve 
fibres inters cnc between it and the mnrgm of the dish, which is recognized 
ophthnlmoscopicailv by the light pink coloration of the tissue The 
cup of glaucoma extends to the border of the disk at some point At 
times, lion e\ er, the physiologic cup has a shell ing edge as it approaches 
the emporal margin of the dish and so resembles the cupping of glaucoma 
that other tests such as plotting of the fields and blind spots and measu- 
ring of the intraocular pressure, must be used m order to establish its 
true nature 

CAUSES OF PRE-ECLAMPSIA 

Dr Ernest W Page in his recent study of symptoms m eclampsia 
slates that the philosophy of treatment m eclampsia cannot rest upon 
the principle of combatting symptoms with therapeutic weapons, but 
should rest upon assisting the maternal organism to heep its own com- 
pensatory efforts within bounds of safety, preventing damage to -utal 
organs and remos ing the cause of the disease by tei initiation of the preg- 
nancy whenever that mn\ be done with safety to both mother and 
child 

According to Dr Page such assistance may be based upon current 
understanding of the disturbances which underlie each symptom 
The placenta is consideied to be m some way related to the cause of pre- 
eclampsia and disturbances in the functions of placental transmission 
are suggested by the interruption of the normal growth rate of the fetus 
after the onset of toxemia Disturbances of secretory function are 
reflected by the decreased urinary excretion of estrogen and progesterone 
end-products during pre-cclampsia The occurrence of epigastric pam 
usually indicates that acute hepatic disease exists and that such a case 
should be classified as se\crc, regardless of blood pressure or urinary 
findings 

The use of Heparin, a direct antagonist of thromboplastin, although 
not recommended for general use, has been of demonstrated therapeutic 
value when used experimentally for relieving epigastric distress More 
toxemic mothers die from the secondary effects of the hypertension of 
eclampsia than any other cause This may be due to nervous or chemi- 
cal factors These effects may be observed directly in the ocular fundi, 
where arteriolar constriction edema exudates, and hemorrhages occur 
Therapeutic measures suggested by Dr Page, are the use of pharmacolo- 
gic agents, sedatives, prophylactic digitalization, and in the more ful- 
minating cases termination of pregnancy 

Another characteristic sign of pre-eclampsia is the occurrence of 
gross amounts of protein m the urine There are other alterations of 
tubular function in the urine There are other alterations of tubular 
function in pre-eclampsia, instead of rejecting the amino acid histidine, 
as the tubules do in normal pregnancy, there is a return to the nocu- 
pregnant status and the histidine is completely reabsorbed 

In normal pregnancy, it is believed that an increased le\ el of steroid 
hormones originating from the placenta and adrenal cortex influences 
the distal tubules to reabsorb larger proportions of sodium and * 

The diminution of plasma osmotic pressure lesulting f i • ddutio 



180 


The Indian Physician, June 1949 


be another factor It is suggested that amino methionine be added to 
the diet of pre-eclamptic patients, tins agent is knorr n to be of value in 
protecting the liver against a variety of insults When pre eclampsia 
supervenes, it would seem that the additional edema may perhaps best 
be attributed to the diminished glomerular filtration and oliguria may 
m themselves lead to a fatal outcome, it seems quite proper that the in- 
take of the sodium ion should be restricted and also displaced by the 
judicious use of such drugs as ammonium chloride 

Electroencephalograpluc studies of women who have had toxemias 
suggest that those who develop commlsions during the course of pre- 
eclampsia have an underlying cerebral dysrhythmia It is for this 
reason that the prophylactic use of either dilantm or mesantoin on all 
pre-eclamptic patients seems warranted, m the opinion of Dr Page, 
since these agents have proven their worth m the prevention of epileptic 
convulsions and seem sufficiently devoid of harm 

(Page, Ernest W m d , Tiie Physiologic Bn9is of Symptoms in Eclampsia, California Medicine 
p 1 January, 1949 

Page, E W , Tne Mechaiism of the Histidimiria of Pregnancj American Journal of Obstetrics 
and Gynecology 51 583 1946 

Rosenbaum M , and Aliltbj G b Cerebral Dysrhj thram in Relation to Eclampsia, Archives 
Neurology and Psj chology 49 j 204, 1943 ) 

EFFECT OF CALCIUM GLUCONATE IN TREATING THE 

BITE OF A FEMALE LATRODECTUS MACTANS 

The distribution of the spider Latrodectus mactans, present in all 
but seven states in the United States, is widening and spreading to the 
cities according to a recent report by Greer Greer stresses the need 
for knowledge of this clinical entity, since many r ictims of spider bites 
are subjected to needless operations Symptoms often simulate acute 
surgical conditions of the abdomen and arachmdism should be considered 
in the differential diagnosis of this condition An appalling record of 
human suffering had been checked back to Latrodectus mactans and its 
prototypes 

Cases of arachmdism leported represent only a small fraction of the 
actual number that have occurred since many are not reported 
Its curtailment in rural areas can only be accomplished by unified efforts 
Parasitic insects of the black- vidow spider can be encouraged Evi- 
dence of arachmdism rests largely on the statement of patients who ha\ e 
been bitten by insects answ ermg the description of Latrodectus mactans 
In some cases the victim or obsen ers bar e caught the spider and brought 
it to be identified 

The species Latrodectus mactans has e been found m dark comers 
and m clothes closets They are cannibalistic, feeding on each other 
whenever the opportunity presents itself The nickname “black r\ ldow” 
given to the female of the species arises from its habit of capturing and 
feeding on the much smaller male after copulation 

The globose abdomen of the female stands outhke a highly polished 
black pearl It is attached by a slender pedicle to the smaller cephalo- 
thorax The body averages 1 27 cm m length Slender pointed legs 
when expanded har e a span of 8 8 to 5 1 cm Legs and body are a 
glossy black and are cor ered by short black hairs On the r entral sur- 
face of the abdomen there is a red marking resembling an hourglass 
Dorsal to the spinnerets in the nudhne of the conr ev surface of the ab- 
domen are additional red markings 
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The full grown female, particularty, when distended with eggs, 
appears from experiments to be the most poisonous When cornered or 
compressed, ns between skin and clothing the spider bites m self- 
defense The male is usually ignored because of its small size, timidity, 
and scarcity About an hour after a bite the victim WTithes m agony, 
terror-stricken and expresses fear of death The v enom has been stated 
to be a toxnlbunun Its most damaging effect is on nerve endings 
It is a thick, translucent, oily, lemon yellow -coloured fluid, acid m re- 
action, from which a hemolysin and arachnolysin have been isolated 
Tlie clinical picture has been divided bv Blair into three stages 
lymphatic absorption of the injected venom characterized by pains in 
the bitten area, and absence of systemic effects , the stage of vascular 
dissemination, characterized by explosive onset of widespread agonizing 
muscular pains and a condition of profound shock, and elimination of the 
venom characterized by hypertension, diaphoresis, gradually diminishing 
muscular pain and evidence of renal damage — this stage is suggestive 
of acute toxic nephritis The syndrome in six patients presented a 
similar pattern Greer adds that burning of flic soles of the feet in 
arnchtudism may be pathogomomc 

The patients in his scries wcie given 10 c c of 10 per cent calcium 
gluconate intravenously followed by a saline infusion containing 10 c c 
of 10 per cent calcium gluconate An ice bag was applied to the affected 
area Two patients in profound shock responded well to this treatment 
Patients were out of bed the next day and back to work on the fourth 
day Greer states that immediate and prolonged relief of muscle 
spasm and pain was obtained in all cases with calcium gluconate 
therapy 

(Greer William EH m d Amchnldfam The New England Joumnl of Medicine Vol 240 p S, 
January C 1 040 

Thorn R M andMoodion W D I3lnch Widow America s Most Poisonous Spider 233 pp 
Olmpel Hill UnherslU of North Carol inn Press 1D45 

Dlnir \ W Spider Poisoninp Experimental Sfud\ of FfTccls of Rite of Female Lnctrodeetus in 
Man Archives of Interna! Medicine 54 : 831 843 1043 ) 

REFLEXES IN MORPHINE AND METHADON ADDICTION 
IN CHRONIC SPINAL DOGS 
Methods for preparing long-survn in g, chronic spinal dogs, and 
methods for recording spontaneous activity and hmdlimb reflexes in 
such preparations are described in a recent paper by Wilder and Frank 
They believed that addiction studies in chronic spinal animals might be 
expected to contribute to present day knowledge of the neurophysiologic 
aspects of tolerance to and physical dependence upon opiate drugs 
Twelve dogs were prepared by aseptic transection of the spinal cord 
between D 10 and D-12 segments under nembutal anesthesia In the 
first few animals, a simple transection was made and after hemostatis 
was secured the muscles, fascia and skin were closed with silk sutures 
In others, a segment of spinal cord 3 5 mm in length was removed and 
the dura was closed with a silver clip at the site of corectomy before 
closing the operative wound 

No appreciable differences between the two types of preparations 
were noted post-operatively, but removal of a segment of cord afforded 
objective evidence of complete transection before autopsy In recordmg 
the reflexes, no attempt was made to limit the response to one joint 
but the mam component of each response was selected for measurement 
Both “isometric” and “isotonic” methods were employed In both 
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cases, sufficient reproducibility of the position of the preparations m 
repeated experiments was obtained by using the iliac crest and sacral 
spine as reference points “Isometric” recording devices included a 
strong spring lever and a pneumatic syphon arrangement, the test limb 
being fixed rigidly to the device by a double cuff applied to the leg and 
foot on either side of the ankle In each experiment about 50 knee 
jerks, 10 extensor thrusts, three to six ipsilateral flexor, and three to six 
crossed extensor reflexes were recorded 

The effects of single doses of drugs w ere studied by recording spon- 
taneous activity and reflexes of the hindhmb before and at various 
intervals after administration of the drug In the case of morphine and 
methadon, injections were gn en subeutaneouslv, since preliminary 
experiments shoved that the peak effects were reached at this time 
The addiction periods varied m length from 29 to 103 days each It 
was found that in chronic spinal dogs, single doses of morphine or metha- 
don depress the ipsilateral flexor and crossed extensor reflexes, enhance 
the ipsilateral extensor thrust in most instances, and have but variable 
effects on the knee jerk After large doses of morphine (100-150 mgm/ 
kgm ) or methadon (40-50 mgm /kgm ) tonic and clonic convulsions 
appear in the segments rostral to the transection but not below it 

The investigators, Wikler and Frank, also found that during addic- 
tion to morphine or methadon tolerance develops to the depressant 
effects of morphine and methadon on the ipsilateral flexor and crossed 
extensor reflexes, but not to the excitant effects on the ipsilateral extensor 
thrust As addiction is continued, the pre-injection \ alues of the lpsila- 
teral flexor and crossed extensor reflexes mcreases, both with respect to 
amplitude and duration of the response The ipsilateral flexor and 
rossed extensor reflexes continue to increase m magnitude, while the 
e jerk and ipsdateral extenstor thrusts diminish after abrupt cessa- 
n of morphine or methadon 

Hyperactivity of the ipsilateral flexor reflex may persist for as long 
as four months after withdrawal of morphine At about the same time 
as the spontaneous activity in the hindhmbs, after the withdrawal of 
morphine or methadon, signs of abstinence such as restlessness, tremors, 
fever, yawning, vomiting, laenmation, rlnnorrhea and occasionally 
diarrhoea appear These general signs also reach a peak at about the 
same time as the hindhmb spontaneous activity, but they subside much 
more rapidly The effects of sodium pentobarbital, neostigmine, eserine, 
and elevation of body temperature changes on the hmdhmbs of chronic 
spinal dogs are described, and similarity of changes considered The 
data are discussed with reference to the problems of loci of action of 
morphine and methadon, theories of physical independence, and studies 
of physical depcndence-producmg liability'- ol drugs 

(Wikler Abmlmm Lexincton Ivcntuckj Senior Surpcon llmlcil Stnlcs Public Ilcfllth Sen Ice 
nnd Frank, Karl Rinplijmciat fJimULmb Rcflcxea of Chronic Spiiml Dog* During C\cles of Addiction 
to Morphine nnd Methadon The Xoumnl of PhnrmacoIog\ nnd Experimental Thernpj ^ol 
No 4 p 382, December, 1948 ) 

ERYTHROBLASTOSIS AND EXCHANGE TRANSFUSION 
The method of treatment of erythroblastosis fetalis with exchange 
transfusion is described in a recent report, summarizing the results ot 
28 cases, by Weiner and Wexler In their opinion the pathogenesis 
of the disease m the typical case, where the Rh-positive erythroblastosis 
baby is born with its red cells coated with “mm alent” Rh, antibodies, 
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derived from the mother by transplacental filtration , that in some cases, 
it is possible that additional Rh antibodies of the “bivalent” type 
(aggliitinins) may be milked into the fetal circulation bv the uterine 
contractions occurring during labor 

111 any event the antibodies acting on the infant’s red cells may 
cause them to hemolyze or to clump In cases m v. Inch only hemolysis 
occurs, ahemolytic aueniiaresultswluch responds to simple transfusions 
of Rh-negative blood Intravascular clumping, v, hen it occurs, probab- 
ly takes place to the greatest extent after birth, because in utero the 
conglutmin content of the fetal plasma is low The authors believe that 
uith the birth of the infant, the conglutmin content may rise to a con- 
centration sufficient to cause clumping of red cells If during" the early 
stages of the disease the infant’s blood is drained off and simultaneously 
replaced with type Rh blood of a compatible blood group, it is considered 
likely that the disease will become aborted, because type Rh blood cells 
cannot be clumped by the Rh antibodies in the baby’s body 

All pregnant women should be screened to determine if they are 
Rh postive or Rh negative Grouping and Rh Hr typing are done 
on the husband and all living children of those pregnant women found 
to be Rh negative, and information obtained, as to u hether the husband, 
if Rh positive is homzygous or heterozygous The husband’s parents in 
certain instances must be tested to obtain this information Since, when 
the maternal serum contains univalent Rh antibodies, the seventy of 
the disease usually bears a direct relationship to the titer Mildly 
sensitized women are delivered at term and the infant is treated ex- 
pectantly and watched for the development of anemia, jaundice, or 
other signs of erythorblastosis 

In those cases where moderate sensitization has developed, the 
infant is delivered about two weeks before term and treated with im- 
mediate exchange transfusion using 500 c c of donor’s blood for the 
procedure More severely sensitized women may be delivered some- 
what earlier and the infant treated by immediate exchange transfusion 
using about 1,000 cc of blood With very high titers the foetus 
usually fails to survive until the period of viability, and the resultant 
dead foetuses are aborted or permitted to dehber spontaneously 

In the technic used by Weiner and Wexler, citrated blood is intro- 
duced into the saphenous vein at the ankle and the infant’s blood 
simultaneously withdrawn from the radial artery at the wrist, coagula- 
tion being prevented by the administration of small amounts of heparin 
The procedure besides being simple, is safe, there having been no ojiera- 
tive mortality in more than 40 transfusions Of the 28 cases treated, 
only seven of the infants died, and the available data indicate that the 
mortality would have been at least twice as high had the usual treatment 
with sinple transfusion been given Fresh blood was preferred to bank 
blood, because of its greater survival time and smaller likelihood of 
introducing infection All infants who have survived have developed 
normally both physicmlly and mentally and have shown no sequnlae 
of brain damage 

(Weiner A S anil Wexler I B Brooklyn, Mew lork Blood T/ie Journal of llctnaloloff} , 
UesuU* or Tlierapy of Erythroblastosis Willi E>r bonce Transfusion, (Blood) Vo' IV, No 1 , January , 
IvHO 

WUehsKj E / Rubin , M X t and Bhim, T Studhsln FrjthroblflMosIsrctnHs I A< (Ration of 
vne Incomplete Rh Autlbodv bv the Serum of Ful/ Term and PmwiJnrc Newborn Jnfnnla Journal 
or Laboratory and Clinical Medicine 32 3130 1338 3947 

Recent Developments in the ICnowIcdffc of the Rh Ur mood Tvocr Tests for Rh SenfMration 
American Journal of rl/nleal I , rtthoJog> J6 *77 197, 3940 ) 
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This short essay on pulmonary tuberculosis is divided into three 
chapters Chapter one deals with the diagnosis of pulmonary tuber- 
culosis, chapter two with treatment and the third chapter is on control 
of tuberculosis 

Compaied to many excellent works on tuberculosis that are avail- 
able this book seems rather superfluous But as stated by the author 
in his foreword it may prove of some \alue to the general practitioner 
for ready reference on some point about tuberculosis 

The subject is treated in a very short and sketchy manner so much 
so that at some places things are leftover with a mere reference to the 
subject 

There does not seem to be any clarity about Allergy and Hyper- 
sensitivity in Tuberculosis in the author’s mind, when one reads contra- 
dictory statements as on pages 28 and 74 

At many places errors of printing have crept in which could haie 
been avoided by little care 

However the Appendices abouL surgeiy m tuberculosis, childhood 
tuberculosis, and the mtility of Mnntoux test, at the end of the book 
make ml interesting reading 

To make it an useful book for the practitioner the author, who is a 
physician to the General Hospital, Rangoon, and Head of the Depart- 
ment of Pharmacology, should amplify it w ith his personal experience 
in Burma and with references to the literature on tuberculosis in India 


B R S 

ALL-INDIA MEDICAL DIRECTORY AND WHO’S WHO 1949-Edlted by K V Mathew, 
HEALTH BOOKSTALL, MADRAS Stic 17x25 cm Pages about 600 Rs 20/ 

An accurate All-India medical directory and who is who is a much- 
needed reference book for all sorts of workers m India and m spite of 
vanous attempts by publishing firms and private individuals, we are 
still without a reliable publication Most publications were careless, 
incomplete, inaccurate and mcthodless We regret to note that the 
jiresent publication also, though it appears with a trumpety foreword 
and glossy photographs of a few showmen politicians, falls in the 
same categoiy It is divided in eight sections dealing with (A) General 
Information, (B) Medical Education, (C) Chemists, Pharmaceutical and 
Surgical Dealers, (D) Dentists and Doctors, (E) Hospitals, (F) Special 
Institutions, (G) Medical Publisher^ and Booksellers, and (H) Latest 
advances in treatment Mere list of names in Section F is hardly 
of any value , Section H makes a strange bedfellow in a medical direc- 
tory 

Looking through the sections dealing with Bombay Province, one 
is constrained to note that it is full of inaccuracies which could have 
been avoided by careful editing and local check-up One wonders why 
the book is titled “Who Is-W ho” because except for a chosen few names 
there is little information about the rest except the address We hope 
that better organisation, hard work and method will produce a more 
reliable and complete edition m 1950 Perhaps the task of production 
of an All-India Director}' is too big for the publishers 
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CHLOROMYCETIN IN ENTERIC FEVER 

by 

R US TOM JAL VAKIL 

M D (Lond ),MRCP (Lond ) D T M & H , F CJ* S FASe.FRJPS ' 

K E M Hospital BOMBAX 

Numerous attempts have been made in the past to discover some 
therapeutic agent capable of e\ertmg a specific bactericidal or antitoxic 
effect on the causative organisms of the enteric group of fevers but so far, 
such attempts have not been rewarded by any degree of success 

Following the report of Woodward, Smadel, Ley, Green anil 
Manlaker (1948), on the effectiveness of ehloromycetm therapy in ten 
cases of typhoid fever at Kuala Lumpur, Malaya, it was resolved to 
carry out similar clinical trials in eases of typhoid fever in India The 
enteric group of fevers constitute a public health problem of major 
importance in this country, claiming annually a very heavy toll of life , 
m view of such a gloomy picture, it is but natural that any new prepara- 
tion or drug with any claim to therapeutic effectiveness in this group of 
fevers should claim our earnest attention As far as I can ascertain, this 
is the first paper, published m India, on the clinical evaluation of Chloro- 
mycetin m cases of enteric fever It deals w ith a relatively small senes 
of fourteen cases of typhoid and paratyphoid fever, treated with cliioro- 
mycetin, in Bombay, during the past two months The patients of the 
present senes were hospitalised in several of the hospitals and nursing 
homes of Bombay In view of the limited supplies of ehloromycetm 
available, at the present time, in Bombay, we have had to be satisfied 
with this small series of cases 

Chloromycetin (Chloramphenicol, Parke Dans) is a pure crystalline 
substance with specific antibiotic properties Its discovery, far from 
being accidental or fortuitous, has been the result of labonous investiga- 
tions undertaken by several teams of distinguished scientists 

From amongst innumerable soil samples, collected from diverse 
regions of the universe, several thousand cultures were prepared and 
studied by Burkholder of Yale University From a large number of 
such cultures exhibiting antibiotic propensities, Ehrlich and his asso- 
ciates, working at the P D Research Laboratories, were able to isolate 
a special variety of streptomyces from a soil-sample obtamed from a 
mulched field in Venezuela, hence the designation of “streptomyces 
venezuelae” proposed by Ehrlich and associates The same antibiotic 
substance has also been isolated (at a later date) quite independently, 
from a different soil-sample by Gottlieb and his associates, working at 
the University of Illinois 
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As the result of innumerable experiments mthe laboratory, Chloro- 
mycetin has been shown to be effective against an extensive range of 
pathogenic organisms and therapeutically beneficial in rickettsial in- 
fections, typhoid and paratyphoid fevers and even m urinary infections 
Smadel and his associates of the Research and Graduate School of 
the Army Medical Department, were able to show that Chloromycetin 
can be safely administered to human volunteers with no ill effects what- 
soever and with rapid absorption of the drug by the gastro-mtestmal 
tract 

Of late, several excellent chmeal studies have been reported extol- 
ling the therapeutic value of ehloromyeetm m different types of infec- 
tions The beneficial role of ehloromyeetm therapy m typhoid fever 
was demonstrated for the first time in Malaya, by Woodward and his 
colleagues 

Evaluation of therapeutic benefit or cure is particularly difficult m 
a condition like typhoid fever, where the clinical course, duration and 
outcome are all so variable and unpredictable 

Clinical Material — Patients for the present investigation were 
hospitalised in several of the hospitals and nursing homes of Bombay 
There were, in the present series, 11 cases of typhoid fever, 2 cases of 
paratyphoid A infection and one case of paratyphoid B The diagnosis 
m each ease was established either on the basis of a positive Widal test or 
on the basis of a positive blood culture , in some of the cases, both the 
Widal test and the blood culture were positive for typhoid 

The patients, of whom 11 were males and 8 females, ranged m age 
from 18 to 47 y r ears, the average age for the whole series being 80 7 
years Seven of the fourteen eases were Parsees, 8 Europeans, 2 
Muslims, one Hindu and one Anglo-Indian 

Chloromycetin therapy was commenced during the first week of 
infection m two of our cases, during the second week m six cases and 
during the third week or thereafter m the remaining six 

Preparation and dosage employed — The preparation employed 
tliroughout the present study was the newly discovered antibiotic 
ehloromyeetm (of Parke Davis) m capsule or “kapseal” form, each 
capsule containing the equivalent of 0 2 5 g of the active substance 
In view of the limited water solubility and the irritant properties of 
suspensions of ehloromyeetm on mtramucular injection m dogs, its 
parenteral application in human subjects has been deprecated by Smith 
and his associates In view of this fact, all cases of the present series were 
subjected to the influence of the oral preparation only r In someof our 
eases, the scheme of dosage adopted was that recommended by Wood- 
ward and his associates, auz , an initial dose of 50 mg per Kg of 
body-weight, followed by a dose of 0 2 5 g every two hours during the 
period of pyuexia and a subsequent dose of 0 25 g every three or four 
hours for five more days Because of limited stocks and prohibitive 
prices the dosage of ehloromyeetm had to be cut down and modified in 
several of our cases For full details about the actual scheme of dosage 
adopted in each case, please refer to Table 1 

Results of Chloromycetin Therapy — After the onset of ehloromyeetm 
therapy, normal temperature was registered (for the first time) witlun 
48 hours in 6 of the cases, within 72 hours in 9 of the cases and w ithm 
96 hours in as many as 11 of the cases , m other words, only r 8 of the 14 
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cases failed to register normal levels of temperature within four days of 
onset of therapy (See Table IJ 

Persistently normal temperature (or the actual end of the pyrexial 
phase) was recorded within 72 hours or three days of onset of specific 
therapy m 8 of our cases and within 6 days of onset of therapy m as 
as many as 10 of the cases Of the remaining four cases, normal tempera- 
ture was restored on the 12th day of therapy in one case, and on the 
11th day m another case , the third case continued to run a low-grpde 
pyrexia, ranging from 99° to 100° F , for over twenty days whilst, 
the fourth case, having proved quite refractory to the drug, was put on 
streptomycin injections 


PA Y OF FEVER 
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Chart 1 Typical response of a case of paratyphoid fever (case No 2) to chlororaycelin therapy 
Note the drop of temperature to normal In two stages and the maintenance of a conatanLpulse ratj? 
in *pite of decreasing terpperature* (For details see text) 

Regarding the action of Chloromycetin on the temperature of enteric 
cases, our impression, from a very limited experience of course, has been 
that the drug has a definitely temperature-lowering action in the great 
majority of cases , also, that the drop of temperature to normal levels 
appears to occur “in step-ladder fashion” or to be more exact, in two 
stages There is a primary drop of temperature of two or more degrees 
during the first two or three days of onset of therapy, followed by a short 
or long phase of low-grade pyrexia and then, a second drop of tempera- 
ture to normal levels This drop of temperature in two stages, with 
a short intermediate phase of low-grade pyrexia, v as observed m several 
of the cases (See Chart I) 
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Effects of chloromycetm therapy on the pulse-rate — The pulse rate 
chart, m the majority of cases, show ed a rather peculiar although harm- 
less behaMour during and after chloromycctin therapy There was a 
tendency for the characteristic sinus bradycardia of typhoid to lessen 
or disappear, during therapy, m several of our cases, with the result 
that the pulse rate showed little or no alteration in spite of decreasing 
levels of temperature For instance, m one of our cases, although the 
temperature level dropped from 103 2 to 98 4, the pulse rate actually 
rose from 74 to 7S per minute In another case, the pulse rate iVhich 
was 84 with a temperature of 103° F remained the same even after the 
temperature had touched normal ’Excessive tachycardia was Pot, 
however, a feature of any of our cases 

Effects of chloromycctin tJicrapif on blood counts —The red blood cell 
count and haemoglobin percentage could be determined, both before and 
after therapy, m only four of the cases In three of these, the values 
remained unaltered at the end of treatment. , in the fourth case, the 
drop m haemoglobin percentage was ascribable more to intestinal 
haemorrhage than to administration of the drug 


Table 2 Behaviour of the white blood cells during Chloromycetin therapy. 


CASE No 

net ORE THERAPY 

j 

AFTER THERAP1 


Total W B C 

Pol} 8 

L}mplio Eosin 

1 

Monos 

Totnl 

Poly« 

Eosin 

Monos Lympho 

mm 

5720 

40% 

58% 

2% 

0% 

8100 

40% 

2% 

4% 

45% 


5200 

02 

35 

8 

0 

4550 

50 

1 

10 

80 

BBSS 

8850 

78 

27 

0 

0 

3250 

01 

0 

0 

80 


8050 

00 

34 

0 

0 

2050 

45 

0 

0 

55 


3400 

40 

50 

2 

2 

5000 

00 

0 

0 

40 


0200 

00 

38 

o 

0 

4800 

52 

2 

0 

40 


5750 

50 

40 

2 

2 

4550 

44 

2 

4 

50 


5240 

52 

45 

i 

2 

4810 

50 

0 

1 

40 


In the case of white blood cells, there is a definite tendency towards 
leucopenia after the administration of chloromycetm This opimon of 
ours is shared by several of our colleagues in Bombay Out of the eight 
cases of the present series, where white blood cell counts had been 
earned out both before and after chloromycetm therapy, a further drop 
m the total W B C count (ranging from 430 to 5600 cells per emm ) 
was observed m as many as seven of the cases In only one case, was 
there a rise of W B C cells after therapy (See Table 2 ) A moderate 
reduction of white blood cells has, therefore, to be expected in the great 
majority of cases treated with chloromycetm The leucopenia in most 
cases was of a very mild order and required no interference , m only 
one case (viz case 3) did w e consider it necessary to abandon the drug 
on the grounds of leucopenia 

A study of differential white cell counts revealed a fairly constant 
reduction, of a mdd or moderate order, in the relative percentage of 
jpolymorphonuclear cells ($ee Table 2) In no cases of ours, however, 
did this granulocytopenic tendency attain serious proportions The 
only exceptions to this rule were cases I and 8, where an actual increase 
in the proportion of polymorphonuclear cells was observed after treat- 
ment In keepmg with the relative granulocytopenia, there is usually 
an increase m the relative percentage of lymphocytes 
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The eosmophilcells showed neither a tendency to rise nor to fall after 
Chloromycetin therapy whilst, jn the case of monocytes, there was a 
distinct rise in the percentage of these cells mas many as 50% of the cases 
investigated (See Table 2 ) After phloromycetin therapy there was a 
rise of monocytes from 0% to 10% in case 2 and a rise from 0% to 6% m 
case 9 Whether this preliminary observation of ours about the rise 
m percentage of monocytes is purely accidental or real requires further 
investigation 

Untoward effects of Chloromycetin therapy — Toxic reactions of any 
degree of severity were singularly few m the present series of cases 
Untoward effects, when observed, were essentially of a benign order and 
resulted neither in loss of life nor in grievous harm to the patient In 
our experience, the commonest side-effect of Chloromycetin therapy 
was a tendency to excessive sweating or perspiration , this was complain- 
ed of by seven of our fourteen patients and apart from f,he inconven- 
ience of the symptom caused no further trouble 

Apart from excessive sweating, the following were the symptoms or 
side-effects observed in the present series of cases, viz anorexia or loss of 
appetite in four cases, mild diarrhoea m three, ohguna or reduced output 
of urme m four, abdominal discomfort or “soreness” in two, nausea 
and vomiting m one, abdominal distention m one, extrasystoles m one, 
albuminuria and cyhndruna in one, giddienss m one and excessive 
leucopema in one 

In two of our cases, treated on large doses of Chloromycetin, electro- 
cardiographic studies revealed no evidence, whatsoever, of any toxic 
effect on the myocardium or on the conducting tissues of the heart 

The incidence of typhoid complications, relapses and deaths — The 
classical complications of typhoid were singularly few in the present 
senes During and after chloromycetm therapy, intestinal haemorrhage 
only twice, cystitis once, parotitis once, hypostatic pneumonia once, 
jaundice once and intestinal perforation not at all 

Of the fourteen cases reported here, only two displayed a second rise 
of fever or relapse One of our cases, however, still remains under 
observation for low-grade pyrexia, secondary to the primary attack 
Not a single death was encountered in the present senes 
Summary and Conclusions — (I) A short account is presented of 
fourteen cases of typhoid and paratyphoid fever, observed in Bombay 
City and treated with Chloromycetin, the new r antibiotic supplied m 
capsule form by Parke Davis and Company 

(2) On the whole, the clinical response to the drug w r as most satis- 
factory and normal levels of temperature were restored in most cases, 
within a few days of starting of therapy There appeared to be a material 
reduction m the length of pyrexia in those cases treated on chloromycctui 
(8) There were no deaths or serious complications from the oral 
use of the preparation Apart from a few unpleasant side-effects of no 
consequence, there were no toxic reactions 

On the basis of our limited data, w r e are inclined to regard the ad- 
ministration of chloromycetm m typhoid and paratyphoid fevers as a 
fairly safe measure, with clinical results encouraging enough to warrant 
a further and more extended trial of the new' antibiotic 

My sincere thanks ore due to Col S Vazifdar I3f S M IiX P (Load ) nnd to Dr Lenczner, 
M D for co-operation and help in the preparation of this paper 
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Any therapeutic agent promising to be effective m the treatment pf 
typhoid fever would be of great importance to us, in the City of Bombay 
Cases of enteric fever are met with all the year round m an endemic 
form, with seasonal epidemic naves during months of June, July, 
September, October and November 

The following are figures of enteric cases admitted in Sir Ilurkibon- 
das Hospital It may be noted that usually the to\ic and the serious 
cases seek admission in the hospital A large number of cases seek 
admission after the onset of some serious complications such as haemor- 
rhage, perforation, circulatory failure etc The mortality figures 
include all such cases 


TABLE 1 


Year 

Total Medical 
Cases 

Typhoid 

Cases 

Percent 

Total 

Mortality 

Percent 

1032 

424 

54 

12 7 

5 

0 2 

1037 

1044 

ICC 

15 0 

25 

15 0 

1042 

1558 

107 

12 0 

82 

10 2 

1047 

2280 

037 

27 8 

107 

15 2 

1048 

2802 

802 

34 8 

112 

13 8 


Historical — A new antibiotic was obtained from culture filtrates 
of a new strain of Streptomyces, originally cultured from soil by 
Burkholder m 1946 On its further concentration and purification an 
active and pure crystalline material was prepared and named Chloro- 
mycetin Ehrlich and his colleagues studied the antibiotic properties 
of Chloromycetin in 1947 In vitro it was found that the culture and the 
crystalline agent showed marked effect against a variety of gram- 
negative bacilli, moderate effect against Mycobacterium tuberculosis and 
a few gram-positive cocci On animal experimental studies, on em- 
bryonated eggs and on mice, infected with a variety of Rickettsia agents 
Smadel and his colleagues observed marked effectiveness of Chloro- 
mycetin It was also shown to be effective against viruses of psittacosis 
and lymphogranuloma venereum Clinical tests on human infections 
showed profound effectiveness in cases of epidemic typhus and scrub 
typhus Clinical trials with encouraging and beneficial results in 10 
cases of typhoid fever in Malaya w-ere published as a preliminary report 
by AVoodward and lus associates in 1948 Chloromycetin has been 
available in Boinbaj since April 1949 

Pioperltes — Chloromycetin is a crystalline material, neutral in 
reaction and containing both nitrogen and non-iomc chlorine It is not 
affected by boiling in distilled water for 5 hours It is stable in an 

* A paper read al the 93rd meeting of the Seth G S Medical College and Iv E M Hospital 
Si nfr SocJetj , JieJd on Saturday, liie 11 tl» June 1 04U with Dr A Hnmfd in cjmlr 
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aqueous solution for more than 24 hours m a wide range of PH 2 to 9 
It is .readily, and well absorbed from the .alimentary tract appearing 
rapidly m blood m an effective blood concentration The elimination 
from the .blood is also rapid, necessitating administration of frequent 
doses m order to maintain the effective blood levels of the drug Of the 
drug eliminated from blood, only about ten per cent can be obtained 
from urine The fate of the rest of the drug is not known 

The reported toxic effects are ml In experimental animals, no 
toxicity was noted on injecting a dose of 100 mgms per kgm of body 
weight, or on larger oral dosage No toxic effects were also noted on 
healthy physicians, who acted as volunteers 

The organisms mainly inhibited by Chloromycetin , are Brucella 
abortus, Escherichia Coh, Klebsiella pneumoniae, Proteus vulgaris, 
Mycobacterium tuberculosis, Salmonella schottenmulleri, $lnga para- 
dysenteriae (Sonne), Staphylococcus aureus, Rickettsia and Eberthella 
typhosa It is observed that E typhosa is inhibited by Chloromycetin 
m,a blood -concentration of about one-qyarter gamma, per c c 
, Material , — With the availability of the drug m Bombay from 
April 1949, arl opportunity for clinical trials t of Chloromycetin m cases 
of typhoid fever was .presented Advantage of the availability of the, 
drug was taken to study its efficacy on cases of typhoid fever at Sir 
Harkisondas Hospital and in private practice The cost of the drug 
was borne by the patients themselves in the paying wards, and from 
external voluntary donations for patients m the general ward of the 
hospital Up-to date 26 cases have been _ treated m the institution 
The present report also contained 7 cases treated in private, af the 
patients’ homes Of the total of 83 cases 12 were cases giving history 
of fever of 10 days or less, and 18 cases w r ere during later period, 8 cases 
were with some complications before the start of treatment 


TABLE 2 


Pyrexia of 10 days or less 

12 cases 

- Pyrexia over 10 days 

18 cases 

Typhoid with complications 

8 cases 

Total cases 

88 cases 


The significance of the above tabulation of typhoid cases is discussed 
later on 

The diagnosis of typhoid fever was made on clinical grounds, and 
was confirmed by laboratory findings in the majority of cases 

TABLE 3 


Clinical diagnosis 33 cases 

Blood culture positive 8 cases 

Widal positive 1 18 cases 

Lcucopcnia witli rolativ e neutropenia 5 cases 

No laboratory data 2 cases 


- Management — The general nursing treatment and -the dietetic 
treatment was prescribed accordmg to the usual practice of the physician 
m-charge Symptomatic relief of some troublesome symptom w^s 
given as required ' , 

Chloromycetin was given in recommended standard dose i e ,, an 
initial dose of approximately 50 mgms per Kgm of body-w’eigljt and a 





194 


The Indian Physician, July 1949 

maintenance dose of 0 25 gm (one capsule), every 2 hours till tempera 
ture was normal, to be followed by a gradual reduction of the dfug over 
a penod of 3 to 6 days, was administered m 20 cases In other 3 cases 
the initial large dose was omitted, but the maintenance dose was kept 
as above In 10 cases a modified dose was followed The modification 
consisted m omitting large initial dose, but giving a double routine dose 
eg 0 5 gm , (2 capsules) every 2 hours till temperature touched 
normal, then making it 0 5 gm 4 hourly and gradually reducing it 

All the patients swallowed the capsules containing Chloromycetin, 
except two patients who were in coma They were given the drug by 
dissolving the contents m nasal feeds every 2 hours 

A record of temperature, pulse and respiration every 2 hours and 
of daily fluid intake and output was kept in all thb hospital cases Re- 
peated exannnations'of urine and blood count were not done m all cases , 
but in a few cases where it was done, no significant changes were recorded; 
Blood level studies of the drug were not done 
The average total dose of Chloromycetin given in this series was 
21 gnis, the smallest curative dose being 6 75 gms , and the largest 85 5 
gins The average dose in cases where the recommended routine was 
followed was 18 gms, and m the modified routine the average was 
24 gms 

Recovery was noted in 25 cases, relapse m 4 eases and death m 4 
cases 

Response — The response to the drug was as follows Out of 25 
cases that recovered the temperature came down to normal and remained 
normal by lysis in 17 cases, by crisis in 4 cases and by pseudoensis m 1 
case A sudden collapse was noted m 3 eases 

TABLE 4 


Response 

No of 
cases 

Per cent 

Lysis 

17 

08 

Crisis 

4 

16 

Pseudoerisis 

1 

4 

Collapse 

3 

12 


The table 5 shows the response m relation to hours It was noted 
that m the majority of cases the temperature came down to normal in 
72 to 96 hours. 


table s 

Time In which temperature fell to normal 


Hours 

24 

48 

72 

96 

Over 96 

Total 

Cases 

3 

3 

9 

9 

1 

25 


Relapse was noted in 4 instances, m all of which there v'as an 
initial response by lysis, followed by a rise of temperature In 8 cases, 
the relapse occurred during the period when the patients were having the 
drug in maintenance doses In 1 disc the relapse occurred after fln 
ftfebrile period of nme days. 
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In three of these relapsed, cases Chloromycetin was administered 
again in suggested standard dosage In one of these cases it had to be 
stopped, because of severe bilious vomiting and diarrhoea In the 
second case there was a good initial response, followed by a second re- 
lapse during the course of Chloromycetin The third case has shown 
recovery by lysis, and is now afebrile for two weeks In the fourth 
instance of relapse, the patient refused to take the drug 

Deaths — Four deaths \\ ere recorded in the series One case died 
of progressive and increasing tympanitis during Chloromycetin therapy 
Before death he was giv en 23 gms , of Chloromycetin with no favourable 
response to pyrexia or general toxaemia 


MY OF FEVER 



Chart 1 Case 1 R , male age 11 Continuous fe\er, S days ptiln In abdomen -1 days, 

2 days Blood culture positive for E lyphotut Widal negathe Blood RB C 8 0 mD . w « 

4 GOO JPolys 78 Lympbos 20 Mono 4 per cent Chloromycetin Initial does 1 tm . maintenance 
O 26 gm 2 hourly Total amount 21 gm Temperature came down by lysis In 00 hours No com- 
Mention* No toxic effect* 


The second patient became apyrexial in 48 hours Chloromycetin 
was continued m maintenance doses On the 3rd day of apyrexial 
period (1 e 5th day of Chloromyeentm), the patient got convulsions, 
collapsed and died m few hours 

The third case was associated with typhoid osteomyelitis of the 
occipital bone He was treatedby a course of Chloromycetin, Penicillin 
and Streptomycin, with no response He showed evidence of increasing 
intracranial tension Surgical treatment — trephining and tapping the 
lateral ventricles — was done He died in 48 hours after surgical treat- 
ment 

The fourth was a case of suspected perforation, v\ here the relatives 
refused surgical treatment The child was treated by combined Chlo- 
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romycetin, Penicillin and -Streptomycin Blood transfusions, glucose- 
saline infusions and other supportive measures were followed The child 
evpired on the fourth day of Chloromycetin 

Even if the last case of the perforation is discarded 3 cases out of 
33, died giving the mortality of 9 1 % The senes is too small to consi- 
der the percentage of mortality as compared to previous years 

, DAY OF FEVER 


4 7 6 f to niZ Id 1415 1617 19 /<? 



Chart 2 Case 4 V P , male aged 21 Continuous fc* or headache constipation 7 days Blood 
culture positive for E typhosus Widal positive for H I in 12 5 for O 1 fn 50 Blood H B C 4 I mil 
Hb 80 per cent W B C. 4500 Polys 08 Lvmpbos 30 Monos 2 percent Chloromycetin ini- 
tial dose 1 S ffm maintenance dose 0^25 gm 2 hourly Total amount 10 75 gm Temperature settled 
doTvn by lysis in 99 hours The patient had delirium, restlessness bilious ^ omit fug diarrhoea, 
profuse sweating and rash 

'Results m 8 cases of typhoid fever with positive blood culture 
showed recovery m 7 cases, relapse m 1 case and no death 

TABLE 6 

Results In 8 cases with positive blood culture 


Relapsed but 
— recovered 

2 later with 
£< IT course of 
H treatment 


■o 

£ Average Average 
> time in total 
g "hours for , dose 
fg response 


Pvre'oa of 10 days or less 
Pyrexia os er 10 days 


0 Nil Nd 
Nil 1 

Nil 


0 78 1 8 Gms 

1 00 21 Gms 


Total 


8 


1 


7 
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Therapeutic response of the drug as related to the duration of dis- 
ease at the start of treatment is shown in the next table It was noted 
that in the 12 bases of pyrexia upto first 10 days, there was recovery m 
all cases No relapse and no death were Tecorded ’ 


TABLE 7 



Total 

Reco% cry 

Relapse 

Death 

Pyrexia upto 10 days 

12 

12 

Nil 

Nil 

Pyrexia o\er 10 dass 

18 

12 

4 

O 

Complications 

3 

1 

Nil 

2 


Toxic effects — The following side effects were noted The symp- 
toms that manifested after the initial dose or during the maintenance 
dose of Chloromycetin were noted as toxic symptoms of the drug 
The toxic symptoms as recorded are shown in the nejxt table One, two 
or more toxic symptoms occurred in some cases 

TABLE S ,1 


Toxic effects 


Pyrexia Pyrexia Total 

under 1 over 

10 days 10 days 


Nausea and vomiting 

Diarrhoea 

Distension 

Urinary Retention 

Circulatory failure (collapse) 

Cerebral irritation 

Stomatitis 

Blurring of vision (transient) 
Erythematous rash 1 


10 7 

8 4 7 

16 7 

2 5 7 

2 2 4 

8 4 7 

1 1 

1 1 

1 1 


It wa^ noted that the toxic symptoms were noticed both m early 
cases of pyrexia upto 10 days and in later cases In few cases where 
the drug had to be stopped, the observed toxic symptoms gradually 
disappeared 

DISCUSSION 

(a) Is Chloromycetin effective in typhoid fever ? 

There is no question that to-day Chloromycetin is the most effective 
known agent for therapeutic use m cases of typhoid fever Experi- 
mental studies have shown that Chloromycetin inhibits the growth of 
Eberthella typhosa In the present series of 88 cases of typhoid fever 
25 cases recovered and 4 relapsed But in 12 cases of typhoid fever of 
less than 10 days duration all recovered Complete recovery in seven 
cases and relapse in one Case was noted in the 8 cases diagnosed as 
typhoid and confirmed by a positive blobd culture Besides controlling 
the temperature by lysis in majority of cases, the drug also controls 
the typhoid toxic state The effect on the toxic state seeins to be 
slower than on the fever Relapse was noted in four Distances, in three 
of which the relapse occurred during the drug therapy In four cases 
that expired, one was a case of suspected perforation (prior to treatment), 
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abdominal 

distention 
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one of typhoid osteomyelitis of occipital bone associated with increased 
cerebral pressure, one died of increasing abdominal distension during 
chloromycetm therapy, and the fourth died of convulsive fits and circu- 
latory collapse during the maintenance treatment after the fever was 
controlled Probable toxic effects of varying grades e g nausea, vomit- 
ing diarrhoea, distension, retention of urine, acute circulatory failure, 
delirium, and fits were noted in a few cases 

The conclusion regarding the therapeutic value of Chloromycetin 
in .typhoid fever, drawn from the present study is that the results are very 
encouraging if used early, before the 10th day m typhoid fever, but not 
convincingly ideal, though quite encouraging, for later cases and for 
complications 

(b) What would be the best time in the course of typhoid fever for 
Chloromycetin therapy ‘l 

In the present series 12 cases of duration of illness under 10 Says 
showed recovery m all cases This finding is significant 

In typhoid fever, during first nme or ten days, there is only swelling 
of lymph follicles and Peyer’s patches m small intestine The toxic 
effects on various viscera is usually not marked If the typhoid bacilli 
are successfully attacked during this period, swollen lymphoid tissue 
will undergo resolution There will be no slough formation, no ulcer 
formation due to separation of sloughs, and no risk of complications like 
luemorrhage or perforation In order to achieve the objective, the fol- 
lowing routine was adopted by me In cases of fever of less than 10 
days duration, if a clinical diagnosis of enteric fever was made, an im- 
mediate request was made to the pathology department for taking the 
patient’s blood for blood culture, Widal test and blood count After 
the blood was taken the patient was put on Chloromycetm In event 
of negative laboratory reports, the blood was again examined at a'later 
date In majority of cases, positive laboratory findings confirmed the 
clinical diagnosis 

Administration of Chloromycetm after the tenth day of fever would 
control the fever But the risks of haemorrhage, perforation, diarrhoea, 
distension and other complications would remain because of sloughing 
and ulcerations that would occur in typhoid In the present series 18 
cases were given Chloromycetm after the tenth day of fever Of these 
12 recovered, 4 relapsed and 2 expired 

Presentation of Chloromycetin after the onset of serious complica- 
tions e g , haemorrhage, perforation, cannot help the local lesion, but may 
prove of indirect value by control of fever and toxaemia One case of 
perforation was treated with no benefit 

(c) Are there toxic effects of Chloromycetin ? 

It is a very difficult question to answer at present The toxic 
effects e g vomiting, diarrhoea, retention of urine, sudden circulatory 
failure and cerebral symptoms noted in the present series, are known to 
occur during the course of typhoid fever But as pointed out previously 
the symptoms that appeared after and during the administration of 
chloromycetm were recorded as toxic At present the reported symp- 
toms should be considered as probable toxic symptoms in view of the 
fact that the drug has been reported bo be non-toxic to experimental 
animals and to human volunteers No toxic effects were reported m 
cases of Typhus fever treated by Smadel, and in cases of Typhoid fever 
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by Woodward In spite of these reports one is inclined to beheie that 
Chloromj cetm does produce toxic symptoms of varying grades, as 
noted in the present study 

Economic aspects — The cost of the drug m Bombay at present 
is high and prohibitive to a large number of middle class and poor 
patients, a ho form the great bulk of typhoid cases The cost be- 
comes more apparent, if it is viewed from the point of avail abilitv 
of dollars for the import of the drug Let it be hoped thatan very near 
future the cost of the drag will come down to a level at which even the 
poor can afford to buy (At present a patient on an average needs 21 
gms of Chloromj cetm, which costs approximately 400 rupees ) 

Dose What should be the dosage and the frequency of administration 
of Chloromycetin ? 

Chloromycetin rapidly appears m blood because of quick absorption 
from alimentary tract Elimination from blood is also rapid Smadel 
and his associates who studied the effect in physician volunteers found 
that after administration of a single dose of 2 gms appreciable amount of 
the drag was present in 80 minutes both in blood and urine No drug 
was present in blood at the end of eight hours It was further noted 
that with an initial dose of 1 gm followed by 0 2 gm doses every four 
hourly, the drug could be maintained at an effective blood level 

Woodward and his associates treated 10 cases of typhoid fever by 
an initial dose of 50 mgms per Kgm of body-w eight, followed by a 
maintenance dose of 0 25 gm ei ery two hours till the fever came down 

In the present series 20 cases arc treated according to the dosage 
recommended by Woodward, and 10 cases by a modified method as 
desenbed aboi e In the first group of 20 cases the ai erage total dose 
was 18 gms , toxic effects of varying grades were noted in 12 cases, and 
recovery occurred in 17 cases In the second group of modification of 
dosage in 10 cases, the average total dose was 24 gms toxic effects were 
noted in 5 cases, and recovery occurred in !) cases Blood level studies 
of the drug were not done m am case The average cost to the patient 
is increased in the second group 

The data in the present study are insufficient to arrive at any de- 
finite conclusions regarding the dosage and the frequency of administra- 
tion 

Conclusions and Summary 

1 Chloromycetin was used in 88 cases of typhoid fe\ er Recovery 
followed in 25 cases, relapse in four cases and death in four cases 

2 In 12 cases Chloromycetin was used within 10 days of typhoid 
fever All cases recovered No relapse and no death occurred 
in this series 

8 The fever came down by lysis in 72 to 96 hours in nearly two- 
thirds of the cases In others the fever came down by crisis, 
pseudo-crisis, or even with collapse 

4 Average total dose of Chloromycetin used w r as 21 Gms A 
dose of 18 Gms to 24 Gms was needed m majority of cases 

5 Toxic symptoms (e g nausea, vomiting, distension, diarrhosa, 
retention of urine, delirium, convulsions, rash and stomatitis) 
of varying grades and severity w ere noted in nearly half the 
cases 
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Clinical Case Reports 

REPETITIVE AURICULAR PAROXYSMAL 
TACHYCARDIA FOLLOWING PROSTATECTOMY 

bj 

V V SHAH, M D ,M.R (Lond ), MR C.P.E 
TopiwUa National Medical College and Nair Hospital, BOMBAY 

In Paroxysmal Tachycardia there are sudden attacks of extreme 
acceleration of the heart rate that last from a few seconds to a few days 
and have an abrupt onset and offset Apart from paroxysmal auricular 
fibrillation and flutter, simple paroxysmal tachycardia is either 
auricular, a entriculnr or rarely nodal, depending upon the site 
of excitation which is outside the smo-auncular node In the 
average patient with paroxymal tachycardia, often the patient is 
not seen during an attack and one has to rely for diagnosis on 
the typical history of rapid palpitation having a sudden beginning 
and sudden termination Parkinson and Papp (1947) have des- 
cribed a special variety of paroxysmal tachycardia, in which short 
paroxysms separated by smus beats constantly recur over months or 
years and in which recurrent proxysms are the rule and normal rhythm 
is the exception I have used the word repetitive m its literary sense 
and in the case described here the repetitive paroxymal tachycardia 
is an incident and normal rhythm is the rule 

L A , male aged 00, an accountant, had increased frequency of mic- 
turition for three months During this period, he developed acute reten- 
tion of urine twice which was reheved by catheter drainage Catheterisa- 
tion was followed by profuse hiematuria His blood pressure was systolic 
distohe 180/120 mm Hg A supra-pubic drainage was carried out One 
month later, his blood urea was 21 mg per 100 ml Urea concentration 
test showed less than 1 5 per cent of urea m all samples Hjs B P was 
S/D 180/80 mm Hg The size of his heart was both clinically and radio- 
logically normal There was a systolic murmur at aortic area and 2nd 
aortic sound was accentuated Brachial artenes were tortuous and 
tluckened Fundus showed arteriosclerotic retinopathy There were 
no haemorrhages or exudates and the disk was normal There was no 
cardiographic evidence of myocardial damage or left ventricular hyper- 
trophy Radioscopy showed generalised dilatation of aorta due to 
atherosclerosis Blood Kahn was negative A suprapubic prostatec- 
tomy was carried out on 11th of February Prostate was shelled out 
easily but haemorrhage was severe and the packing had to be resorted 
to Blood transfusion 400 ml was given Nine hours later he had 
symptoms and signs of acute dilatation of stomach which were promptly 
reheved by gastric lavage and continuous gastric suction Next morn- 
ing there was no distention and patient was comfortable B P was 
S/D 160/100 mm Hg At 9 a m he had sudden feeling of discomfort 
in prsecordium and pulse which was 90 per mmute shot up to about 200 
per minute It Was irregular He was put on digoxin His condition 
was getting worse, pulse continuing at about the same rapid rate for 
about 86 hours On careful palpation it was found that though pulse 
was irregular, there were short runs of regular beats with irregularity 
in between His B P was S/D 100/60 mm Hg and temperature 100°F 
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His lmnds and feet were cold Symptoms and signs of congestne 
cardiac failure were absent Electrocardiogram showed auricular 
(supra-ventricular) paroxysmal tachycardia, each paroxysm continuing 
for a few seconds interrupted suddenly by a beat 01 two of sinus rhythm, 
followed by repetitive paroxysms of tachycardia Carotid sinus pressure 
was not effective in terminating the paroxysm It was felt that some- 
thing was acting as an exciting factor and ns theie was sepsis in the blad- 
der brought on by disintegrating blood clots and incomplete drainage, 
predisposing the patient to uraemia, the packing m the bladder was 
removed and the bladder was irrigated Veiy soon the pulse dropped 
to about 120 per minute (sinus tachycardia) and by the evening settled 



Fig 1 Lend II allowing repctithc Auricular Pnrotvsmol Tnchjcnrdm, rntc 200 per min 

down to S)0 per minute , with temperature also coming to normal 
As the attack subsided, vagal stimulants and quinidine were not re- 
quired to be given His further progress was uneventful and to date, 
there has been no recurrence of paroxysmal tachycardia 

Comments — Clinically three possibilities arise, viz , repetitive 
paroxysmal tachycardia, auricular fluttei with \ arymg grades of heart 
block and rapid auricular fibrillation It may be pointed out that in 
ventricular paroxysmal tachycardia, slight irregularities are not un- 
commonly found m contrast to auricular paroxysmal tachycardia, in 
wluch the rhythm is perfectly regular A cardiogram is essential in 
deciding the diagnosis 

Many attacks of paroxysmal tachycardia start for no apparent 
reason and without any warning Sometimes the patient knows the 
usual exciting factor e g sudden movements such as stooping, turning 
on one side, jumping and running upstairs, emotional upsets, anxiety 
about the supposed gravity of the illness, flatulent dyspepsia etc Such 
history is far too common to be due to chance though often no cause can 
be detected In this case there w as no organic disease of the heart and 
the cardiogram did not rc\ eal myocardial damage Absence of previous 
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history of similar attacks of paroxysmal tachycardia, during his long 
life of sixty six } ears (patient being a good witness), absence of response 
to vagal stimulation (carotid sinus pressure etc ), irregularly repetitive 
nature of auricular paroxysmal tachycardia, continuance of the same 
state for about 16 hours, and absence of recurrence after removal of 
packing with free drainage and bladder irrigation are points which in my 
opinion suggest that bladder sepsis With inefficient drainage, in a patient 
with impaired renal function, are likely factors in acting as a trigger m 
setting off and maintaining this irregularly repetitive auricular 
paroxysmal tach\ cardia 

- Auricular paroxysmal tachycardia occurs for the most part in an 
individual who lias structurally a normal heart But they are liable to 
hav e recurrence of attacks off and on throughout life, causing a great deal 
of discomfort ancl concern It generally does not shorten life but there 
may be much crippling if the proxysms are long or frequent Pro- 
gnosis in present case is good as there is no recurrence of attack so far 
and is not expected in absence of an exciting cause Occurrence of 
this attack does not denote heart disease It merely denotes a functional 
disturbance and carries an excellent prognosis 

This case also illustrates a common clinical observation that blood 
pressure falls and resumes a steady level after prostatectomy, following 
the relief of long continued retention of urine Prostatectomy is indi- 
cated even in the presence of hypertension pro\ ided renal function is 
good 

(Mj thanks arc due to Dr S Pivtrno for allowing me the use of his case notes ) 

DEFERENCE 

Pvrklvson J andPvrr C (1047)J3r*f Heart J 4 241 


VENTRICULAR PAROXYSMAL TACHYCARDIA 

LASTING I< OR OVER SEVEN DAYS 

N D PA TEL, M D (Lend ) MUCH (Lond ) * C.P.S 
G S Medical College and K E M Hospital BOMBAY 

R G a farmer of Dombmlle aged 60, while working on his farm 
on January 18, 1949 felt dizzy and fell down unconscious When 
recovered lie walked up to his house with difficulty He complained of 
palpitations, breathlessness, and pain in the chest and abdomen 
There was no vomiting or sweating He was brought to Bombay and 
admitted in a surgical nursing home where I saw him at 9 p m the same 
day 

The patient was acutely ill anxious, sitting up in bed, very v 
breathless and a little cyanotic The neck and arm veins w ere engorged, 
there was oedema of legs , the liver was enlarged and tender, about 
5 inches from the costal margin There was evidence of free fluid m 
the abdomen and both bases of the lungs were dull, suggesting the 
presence of effusion The area of cardiac dulness was greatly enlarged, 
the impulse and the left border being in the anterior axillary line The 
pulse was regular and the rate was about 200 per minute The heart 
sounds were feeble, the first sound at the apex varied ' \ 
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As he remained quite well, he was discharged on Feb 14, an ecg 
taken on February 1 2 being similar to the previous ecg 

Paroxysmal ventricular tachycardia is a serious form of arrhythmia 
generally occurring in the presence of grave myocardial disease or some 
toxic state e g digitalis poisoning Sometimes it occurs as a functional 
disorder in otherwise normal persons as m the present case, where the 
paroxysm lasted for ovei seven days, from January 18 to January 25, 
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and when'll- disappeared tlie heart and the patient were left none the 
worse for it. 




Fig 4 — Chest plal6 showing normal heart shadow and disappearance of pleural effusions, next 

day after *re\ eralon.to normnl rhjthin following administration of quinidine sulphate 

> 

When ventricular tachycardia occurs in cases of coronary occlusion 
or myocardial infarction it is always of grave import It is replly an 
emergency because the next stage is often ventricular flutter, fibrillation 
and death Slight irregularities in the rhythm, and some alterations 
m the heart sounds, especially in the first sound, (variation in intensity 
and reduplication) help to make the diagnosis at the bedside and to 
differentiate the disorder from auricular paroxysmal taclij cardia winch is 
absolutely regular Even m an e t g it may be difficult to differentiate 
the condition from auricular paroxysmal tachycardia m the presence 
of a bundle branch block Vagal stimulation has no effect on ventricu- 
lar tachycardia, m fact, it is dangerous and likely to induce ventricular 
flutter or fibrillation Digitalis is similar!} 1 - valueless, and sometimes 
harmful The drug which is almost specific is quinidine It may be 
given by mouth, after a test dose of 0 2 G , 0 4 G may be given every 
four hours till the paroxysm disappears, and then, 0 2 to 0 4 G twice 
a day as a prophylactic for several weeks or months if necessary- In 
extreme emergency quinidine sulphate may begiven intravenously, 0 2G 
dissolved m 25 ml of normal kahlie, and injected very slowly The 
procedure is not free from danger, causing a sudden cardiac arrest, with 
Convulsions and death Personally I have had no occasion to use 
it at all Quinidine with urea or quinidine lactate may be given intra- 
muscularly, 0 2G every 3 hours, till the rhvthm is normal, and is said to 
be safer 
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ENDOCRINE ASPECT OF MALIGNANT TUMORS by 
Gi: vy H Swomuia, md (Ohio State Medical Journal, October 1048, 
44 1009-1012) 

Perhaps one of the most significant advances in our present day- 
conception of cancer is the realization that certain malignant tumors 
may he made to regress hy various chaiiges brought about in the physio- 
logy of the patient’s body Agents causing local tissue removal or 
destruction are still our principal methods of permanent cure We 
now believe, ho\\e\ er, that it may ultimately be possible to bring about 
permanent regression of cancer by changing the hormone balance m the 
patient’s body 

AYc have treated 84 cases of cancer of the prostate jiinnarily by 
orchiectomy Of these, 20 are dead 4 are alive after 5 years or more, 
and one patient was lost tract of at the end of 4 years The average 
duration of life after orchiectomy, m our series, was 18 months 

AYc believe that while orclnectomy or stilberstrol therapjr may 
produce few dcfimtiv c cures of carcinoma of the jirostate, they do cause 
remarkable temporary changes in a large proportion of such cases 
These changes are frequently demonstrable by physical or X-ray exami- 
nation, and arc not confined to subjective symptoms, which of course are 
notoriously unreliable 

In cancer of the breast, it had been shown that about 28% of bone 
metastases will respond to testosterone therapy, at least temporarily 
Metastases to other sites do not seem to respond so favourably, and the 
primary cancer does not respond at all The use of stilbestrol m car- 
cinoma of the breast produces favourable results m women past the 
menopause, whereas in young women with breast cancer their appears to 
be a stimulation rather than a depression of the grow th rate 

In young women with breast cancer, surgical or radiation castration 
may produce unequivocal evidence of the healing of bony metastases 

Castration has been tried m cases of cancer of the male breast 
About half the cases so treated show definite improvement, and the 
cancer so controlled remains inactive for long periods In summary, 
therefore, cancer of the breast and of the prostate gland can be made to 
regress or can be stimulated to renewed or increased growth by hormonal 
changes in the body Were we to understand more fully how these changes 
occur, the desired regressions might be prolonged, occasional instances 
o t stimulation of cancer growth might be avoided, and further 
insight into the cause and cure of cancer in general might be obtained 
Studies of the metabolic pathways of cstogens and androgens in normal 
and cancerous subjects are needed 

There is a promising field for study ol cancer and hormones m the 
use of estrogens labelled with radio-active isotopes 

STREPTOMYCIN IN THE SURGERY OF PULMONARY 
TUBERCULOSIS 

Murphy says that the Army and Navy have been conducting a 
co-operative study of the bacteriostatic action of streptomycin on the 
tubercule bacillus The surgical divisions ol the 47 participating study 
units were asked to determine whether streptomycin provides any 
protection against postoperative spread or reactivations and against 
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The bladder was most commonly involved by direct extension Car- 
cinoma of the prostate is biologically active in some patients and 
inactive m others 

(Arnhcim F IC Chicago 111 Journal of Uroloffj 00 509 000 October 1048 The nutlior 

Is connected with the Department* of Patliolom Cook Lount\ Hospital and Northwestern Unherslty 
Mcdlcat School nnd the Ilchtocn Institute for Medical Research ) 

RESULTS OF THE SYSTEMIC ADMINISTRATION OF THE 
ANTIBIOTIC, BACITRACIN, IN SURGICAL INFECTIONS 
According to Meleney and his associates bacitracin is an antibiotic 
produced by the Trace} strain of Bacillus subtihs During the past 
20 months, purification and standardization have reached a point which 
has permitted the systematic use of bacitracin Studies are being 
carried out with the aid of funds provided by the Medical Research 
and Development Board of the Surgeon General’s Office and the 
Antibiotics Study Section of the National Institute of Health The 
leaders of these groups arc co-authors in the presentation of this report 
Bacitracin has a \\ ide antibacterial spectrum, being effective against 
most strains of hemolytic streptococci, non-hemolytic streptococci, 
coagulase-positive staphylococci, pneumococci, gonococci, anerobic 
cocci in general, all of the gas gangrene group of organisms and the 
bacillus of tetanus, the diphtheria bacillus and diptheroids, the spiro- 
chetes of syphilis and mouth spirochetes, the actinomycotic group 
of organisms, and among the protozoans, the Endamoeba histolytica 
There is little or no action against the large group of aerobic Gram 
negatn c non-spore forming bacilli 

The chief advantages that bacitracin lias over penicillin are 
(1) That it is not inhibited by the organisms which produce penicillinase 
and is, therefore, more likely to be effective in infections due to bacterial 
mixtures (2) It is more slowly eliminated from the body and there- 
fore, can be given at longer intervals (3) Its effectiveness against 
bacteria is m direct proportion of its concentration A significant 
synergistic action between penicillin and bacitracin has been demon- 
strated in the treatment of experimental syphilis , small fractions of 
therapeutic doses of each, when combined, yield a therapeutic result 
(4) So far, bacitracin has shm\ n less tendency to produce allergic or 
hypersensitive reactions Certain strains of bacteria gradually build 
up a resistance of bacitracin but this is of a low order 

Bacitracin may be used systemically as well as locally in surgical 
infections Specifications hac e been set up by the Food and Drug 
Administration to safeguard its use in clinical cases 

This report presents the results obtained with the systemic ad- 
ministration of bacitracin in the treatment of 105 cases of surgical 
infection For the most part they were cases w hich had failed to respond 
to the sulfonamides and to the other antibiotics There was an overall 
favorable response in about 70 per cent of these cases and, m about 
one-fifth of these, the results were dramatic Of particular interest 
were three cases of extensive progressive bacterial synergistic gangrene, 
all of whom responded within 72 hours and recovered without the 
necessity for surgical excision In the three largest groups, namely 
“ cellulitis,” “ deep abscess ” and “ infected accidental wound,” 
favorable results weie obtained in three-fourths of the cases 

In the dramatic group, the causative organisms were for the most 
part in the staphylococcal and streptococcal groups In the latter 
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classification were found hemolytic, nonhemolytic, mieroaerophihc 
and anaerobic streptococci In a considerable number of staphylococcal 
strains, the authors found resistance to penicillin and susceptibility to 
bacitracin 

In 14 percent the results were questionable and in a slightly higher 
percentage, the results were frankly ml In most of these cases the 
causative organisms were resistant to bacitracin 

In the majority of the patients m the whole senes there was a 
transient albuminuria which disappeared either during continued 
treatment or soon after treatment was discontinued 

Some of the later preparations of bacitracm made by the deep tank 
method have shown evidence of nephrotoxicity Wien the presently 
available bacitracin is used systenncally, there should be repeated 
tests of kidney function and treatment should be discontinued if there 
is any indication of serious damage 

(Mclcncv F L New \ork N\ AUcnicfcr W A , Longacrc, A B Pul ski E J and Zintcl, 
II A Annals of Surgcn 128 714-711 October, 1048 ) 

SURGICAL TREATMENT OF MITRAL STENOSIS VAL- 
VULOPLASTY 

Harken and his associates point out that the problem of surgery 
m mitral stenosis is not simply that of breaking down a barrier to the 
flow of blood through a stenotic orifice In this report they set forth 
certain preliminary impressions concerning the selection of patients for 
operation, the nature of the operation of choice and the surgical handling 
of the patient 

The authors present the following preliminary classification of 
patients with mitral stenosis and of the different types in surgery , 
Group A, patients with low fixed cardiac output — mitral valvuloplasty , 
Group B, patients with normal cardiac output — artificial interatrial 
shunt , Group C, patients with uncontrollable tachycardia or with 
anginal pam — cardiac denervation 

Five operations have been performed Mitral valvuloplasty 
iv as performed m two patients of Group A, with one death Artificial 
interatrial defects were produced m two patients of Group B, with survival 
in each case Denervation of the heart by bilateral removal of the 
inferior cervical and dorsal first to fourth ganglions m one patient of 
Group C was follow ed by improvement 

These cases are now reported only to indicate the ability of such 
patients to withstand operation The evaluation of any long-term 
benefits attributable to these procedures — and, indeed, of the ultimate 
position of surgery m mitral stenosis — must rest on objective criteria 
gained from hemodynamic studies carried out before and after operation 
Subjective selection of patients and assessment of results lead to 
dangerous competitive exercises m surgical technics rather than to 
fundamental advances in therapy 

Four principles of the surgery of mitral stenosis have been ev olved 
the operation should be performed without, dislocation of the heart from 
the position of optimum function , the button-hole opening of the 
stenotic mitral valve should be approached from the auricular side so 
that the funnel directs the cutting instrument toward the leaflet margin , 
surgical enlargement of the stenotic orifice should be so planned that 
there is a minimum burden from associated regurgitation (“selective 
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insufficiency ”) and maximum restoration of valvular function (“val- 
vuloplasty ”) , and in the presence of mitral obstruction or regurgita- 
tion, undue acceleration of the heart rate must be prevented — tachy- 
cardia increases pulmonary vascular pressure and is associated with 
attacks of pulmonary edema and other forms of “ pulmonary de- 
compensation ” 

An unsuccessful attempt at producing “ selective insufficiency ” 
is presented It is suggested that tachycardia was an important 
factor in the disastrous outcome 

A case report is presented of the survival of a patient with mitral 
stenosis following an operation designed to produce “ selective insu- 
fficiency ” and “ valvuloplasty ” of the mitral valve The authors 
suggest the need for more extensive and more effective v&lvuloplastic 
technics 

(Harken D E Bolton Mass Ellis L B Wnre P F nnd Norman Leona R New England 
Toumftl of Medicine 239 801 801> No\ ember 1048 The authors ore connected with the Eighth 

Surgical Sen icc nnd the Surgical Research Laboratory Boston Cit> Hospital and Department of 
Surgcrj Tufts College Medical School ) 

RESULTS OF RESECTION OF THE VAGUS NERVE FOR 
CHRONIC PEPTIC ULCER 

This study by Miller and Olwin attempts to evaluate results in a 
series of 101 patients subjected to vagotomy in the past tv o and a half 
years, 66 of whom were operated on at the Veterans’ Hospital at 
Hines, 111 , and 85 at the Presbyterian Hospital in Chicago It involves 
the work of 18 different surgeons, all members of the American Board 
of Surgery, and several medical men in these institutions 

For the most part these 101 patients had long-standing chronic 
peptic ulcer and, for one reason or another, had failed to do veil on a 
medical regimen In more than half the duration was over 10 years, 
the longest being 40 years In 87 the lesion was in the duodenum, 
m five on the lesser curvature of the stomach and in eight at the stomach 
after gastroenterostomy or gastric resection In 47 there was a history 
of bleeding (often several times repeated) , 26 had had perforations, and 
in 36 obstruction was demonstrable clinically or by roentgenogram 
They represented, therefore, situations m which the surgeon was called 
on to decide between gastroenterostomy, a partial gastrectomy or a 
resection of the vagus nerves either above or below the diaphragm 

The transthoracic approach was employed in 29 and the abdominal 
approach in 72 patients 

The postoperative course was in most cases remarkably smooth 
The Levine tube was always left in place three or four days Early 
ambulation was encouraged A few patients had a mild pleural effusion 
and pain in the chest for several days, but m only one instance was it a 
prominent feature in the months following operation One woman 
had trouble swallowing for almost a week, and one had a paralytic 
ileus, but this passed away m a very short time Fullness in the 
abdomen was a common temporary complaint, but diarrhoea was the 
chief cause of trouble and the most obstinate of all It was present m 
39 patients being temporary in 80, prolonged for several months in 
two and persistent m seven 

There have been no deaths Nine patients had left Chicago and 
could not be traced, which leaves 92 m whom follow-up was possible 
In 76 of these the results were good, in 18 they v ere fair, and in three 
poor 
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The authors conclude that vagus nerve resection, in properly 
selected cases, has a definite place m the surgical treatment of patients 
with chronic peptic ulcer who have failed to respond to medical therapy 

(Miller E M Chicago 111 nndOhrln.J H Archn es of Surgery 57 1S3 300 September 1MR 

The author* are connected with t lie Veterans Hospitn] lllnen 111 and the rTedn terlnn Houpltal 
Chicago ) 


Book Reviews and Notices 

A TEXT BOOK OF BACTERIOLOGY by N G Pandalai M D , D T M , F R C.P , (Edin.), 
pp -via 748, 22 x 15 cm The Bangalore Printing and Publishing Co, Ltd , Mysore 
Road BANGALORE CITY 1948 Price Rs 18/- 

There are few successful text-books written by Indian teachers for 
their students Writing a text-book, if it does nothing, at least, teaches 
the writer , it also puts him where he belongs We welcome this 
text-book of Bacteriology by Prof Pandalu, Which m many respects 
fulfils the requirements of a suitable handbook for undergraduates 
The arrangement of the subjeet matter is along the traditional lines 
into general and special or systemic bacteriology It is gratifj mg to 
find that an attempt has been made to bring every chapter up-to-date 
A few omissions has c mewtabiy crept m For instance, under the 
laboratory diagnosis of small-pox, no mention is made of the simple 
technique of Paschen’s smear method Despite the disarming apology 
in the preface, the exclusion of a chapter on the history of bacteriology 
is inexcusable Historical aspects have their inherent interest A 
simple story of the principal advances and their sequential development 
is forever a stimulating exercise, and for the proper appreciation of 
contemporary knowledge, it is necessary to base some acquaintance 
with its historical background Perhaps m the next edition it would 
be well to condense the chapter on the microscope (it runs into mnetteen 
pages) and utilise the pages so freed to amend the above omission 
It will also be worth bearing in mmd that tables of the statistical data 
are far more effective in impressing the efficacy of the prophylactic and 
curative measures in infectious diseases than wordy statements On 
the whole the book is easily read but at many places the style becomes 
laborious and clumsy For a book which contains only twelve 
illustrations (another serious defeet) the price is rather high These 
small defects could be easily remedied m the next edition We wish 
Dr Pandalai’s text-book a successful career 

N nr p 


Notes on New Drugs 

NEOMYCIN 

VVaksman has reported the discovery of a new antibiotic, neomycin, produced 
by a different species of streptomyces, than the one lvhicii produces streptomj ein 
y\ hich v.as also discoycred by VI aksman in 2 044 Experimental nor k on neomycin 
suggests that neomjem is as actne against streptomj cm-resistont strains of tubercle 
bacilli as against the streptomycin sensitise strains, is actne in vivo, is less toxic 
than streptomycin, and upto the present has not induced bacteria! resistance 
It is basic, heat-stable and soluble in water The drug is still in th“ experimental 
stage and not nvniinble for clinical use 
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PA.S (AMINACYL) 

Sodium Salt of p-aminosallcyllc acid In form of dragees for chemotherany of 
tuberculosis by mouth 

The pronounced bnctenostatic effect of p aminosalicylic acid (PAS) with regard 
to the tubercle bacillus manifests itself both in cultures and in animal experiments 
In vitro, PAS inhibits growth of pathogenic tubercle baedli at dilutions as high as 

1 10 000,000 to 1 050,000 Thus, its activity closely approaches that of streptomy 
cm Experimental tuberculosis in mice may be best controlled with dady doses 
of 0 3 —0 0 gm per kgm body weight 

Corresponding doses of AMINACYL WANDER also modify in an impressive 
mnnner the course of tuberculosis in mnn especially the toxic exudatn e forms , 
temperature usually drops to normal within n few days, the pntients put on weight 
and their general condition impro\es Simultaneously, the blood sedimentation 
rate usually decreases, the amount of sputum and the number of bacilli m the ex- 
pectoration diminish Certain authors hav e seen evident signs of morphological 
degeneration of Koch’s bacillus As the fever drops, there are no accesses of per- 
spiration and, in general, neither therapeutical nor even toxic doses of PAS show any 
salicylate effect 

In order to obtain such clinical results, pnst experience shows that daily doses 
of 10 to 15 gm with an average of approx 12 gm of the free p aminosalicylic acid are 
usually necessarv While the free acid given in such quantities frequently leads to 
irritation of the gastro intestinal tract, the required doses are easily taken by 
the patient nnd arc well tolerated in the form of dragees of AMINACYL WANDFR 
containing the sodium salt of PAS 

These relatively high doses, compared with other drugs, are required because 
of the very rapid elimination of PAS through the kidneys On the other hand, such 
a dosage is possible due to the extremely low toxicity of PAS, which, in the animal 
experiment for instance, is 3-4 times loner than that of sodium sabeylute 

In order to maintain an effective blood level or 8 to 8 mgm %, it is usually 
necessary to administer 4 times dady 3 4 gm of the sodium salt (10 dragees each 
time) at regular intervals, although no diminution of the effect is caused by allowing 
the patient to sleep the whole night through Likewise, it hns proved possible to 
limit the medication to 4 or 5 days each week, with intermediary rest periods of 

2 or 3 days At the start of treatment, temperature has a tendency to rise slightly 
during such rest periods, but later on it stays normal 

Although clinical trials were begun in 1946, nothing definite can be said as yet 
concerning dosage and mode of application An average dose of 12 gm dady seems 
unavoidable , however it will certainly be possible to vary considerably the mode of 
administration by means of shorter or longer interv als between periods of medication 
At any rate, the individual doses should never be scattered indiscriminately if suffi- 
ciently high blood levels are to be obtained 

The question of a possible PAS resistance of the tubercle bncdlus remains to be 
answered However, experimental results seem to indicate that the bacillary 
sensitivity increases rather than decreases during treatment Furthermore, strepto 
mycin resistant cases react just as favourably to AMIN ACYL medication as strepto 
mycin sensitiv e ones 

Careful studies of any possible toxic effects, particularly' with regard to the 
blood, have given only negative results Likewise, renal function does not seem to 
be adv ersely affected in any way by r AMINACYL 

The remarkable diffusion of AMINACYL given by mouth permits the drug to 
reach almost all organs Thus the same concentrations have been found in pleural 
exudates as in the blood, and m the cercbro spinal fluid 40 to 00% of these con- 
centrations 

According to clinical experience, several forms of extrapulmonary tuberculosis 
seem! to react in a snqilar manner to PAS treatment Several authors report that 
in cases of renal tuberculosis they have seen the bacilli to disappear in a very short 
time from the urine / likewise, abdominal tuberculosis is said to react just as favour- 
ably with reference to general symptoms as lung tuberculosis A wade field of 
therapeutical possibilities opens up for the local treatment of tuberculous infections 
with AMINACYL, especially for pleural empyemas, fistula, abscesses, etc , more 
detailed information concerning this mode of application may be found in the circu- 
lars for AMINACYL-ampoules for local treatment 

(AMINACYL Z ANDER drawees contain 0 34 gm each of the sodium salt of p-amlnoanhcjllc 
acid corresponding to 0 3 gm of the free acid 

AMINACYL WINDER dragees arc sold in packages containing 250 and 1000 dragees) 
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hetrazan 

Elephantiasis, which for centuries has been the scourge of millions in tropical 
lands around the w orld, especially m the Far East, may be stamped out if enri\ 
success of this latest drug pro\ es permanent 

“ Hetrazan,” de\ eloped by Lederle Laboratories of New York, has been tested 
extensn ely in British Guiana and the Caribbean Islands and notable results reported 
Fourteen thousand inhabitants of Saint Coirs., m the Virgin Islands, have been 
treated, und when scientists return to this island later this year, they will know 
definitely whether the effects are permanent or not 

The initial success of Hetrazan on oncocterciasis, a sinular disease prevalent 
m Mexico and Guatemala, also lias been reported by Lederle 

However, the most dramatic hope is held out for the sufferers of fllanasis 
Lederle scientists do not claim Hetrazan will cure elephantiasis, although a 
slight reduction of the grotesque swellings which occur ha\e been reported How- 
e\er, they do claim the drug will neutralize earners, and thereby stop the spread of 
the disease and eventually cause its elimination 

Fllanasis, commonly known as “ big foot,” is caused by adult worms living 
in the human lymphatic system Each worm regularly produces thousands of embryos 
called microfilaria', which circulate in the blood of the infected person Like 
malana, the infection is transmitted by mosquitoes, which deposit microfilane in 
the skin Tiny germs de\elop into adult worms which, m turn, produce their 
embryos, and the whole cycle begins anew 

Hetrazan, Lederle scientists claim, breaks the cycle by ridding the blood 
stream of microfthrin, thus making it impossible for mosquitoes to infect healthy 
persons 

PALUDRINE 

It is recommended that Paludnne may be used m the following dosages 

(1) For protection against malignant tertian and suppression of benign tertian 
malana O 3 Gm once weekly, or 0 1 Gm twice a week at 3 and 4-day intervals 

(2) For radical cure of malignant terhanmalana — 0 3 Gm twice daily forlO day's 

(8) In benign tertian malana, the greatest hope of a radical cure with Pnlud- 

nne is offered by the dosage regime of 0 3 Gm daily until the fever subsides, 
and then 0 3 Gm once a week or 0 1 Gm twice weekly at three and four day intervals 
for about 6 months 

(4) For ‘clinical” cure of all types of malaria — 0 3 Gm dady until the fever 
subsides 

(5) For children cr\ er ten, the dosage for adults is indicated both for treatment 
and prophylaxis Children under ten should be dosed according to age and size, 
but the minimum given to any chdd, however y oung, need not be less than 0 025 Gm 

Paludnne is now made available m these two new sized tablets of 0 8 g and 
0 025 g , besides the usual size of 0 1 g tablets 
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STERILITY PROBLEM AS IT AFFECTS THE FEMALE* 

i 

by 

Dr B N PURANDARE, 

MD.FCP9 (Bom ), FltCS (Edto).FICS 
K E M Hoipltal, BOMBAY 

The problem of sterility from a gynaecological point of view is 
such an important one that it won’t be an exaggeration to state that 
more than two third of the gynaecological practice is one way or the 
other, directed to overcome the problem of infertility But it would be 
impossible to do justice to all the aspects of this problem m the short 
time assigned to my paper and I will, therefore, restrict myself to certain 
aspects only realising fully well that the factors like pH of the vagina, the 
penetrability of the cervical mucous plug, the enzymic action of hyalu- 
ronidase, basal temperature, ovarian and pituitary hormones m the 
blood and urine and the B M R studies etc are equally important 
The investigation of a sterility case can not be cohsidered complete 
and thorough until all or most of these investigations are carried out 
The male is supposed to be responsible for one third of the cases 
of sterility In the gynaecological out patient department, every pa- 
tient who conies for the treatment of sterility, has her husband investi- 
gated from the point of view of the sperms During the last six months 
the seminal fluid examinations were carried out in 226 husbands and 
out of them 25 were found to have azoospermia, l e , the incidence being 
11% In these azoospernnc husbands repeated examinations were 
carried out as far as possible with the usual precautions and six cases 
definitely showed consistently the same results in the subsequent re- 
peated examinations on 4-5 occasions Unfortunately it is difficult to 
investigate these husbands in general hospital as most of them never 
come back with their wives for any further examination and treatment 
once they come to know that they are responsible for the sterility The 
detailed discussion has already been undertaken by the previous speaker 
and the statistical aspect of the seminal fluid is presented here for the 
sake of comparison 

Another aspect of the seminal fluid wluch is at present receiving 
a good deal of investigation is the estimation of hyaluromdase m the 
seminal fluid This enzyme is supposed to dissolve the corona radiata 
cells surrounding the ovum, thereby facilitate fertilization Some m- 
vestjgators have obtained very good results by depositing a small 

^ * A paper read at the Olflt meeting of the G S Medical College and KJ5 M Hospital Staff Society, 

/jbeld on Saturday, tjie Oth April 1940 
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quantity of this enzyme in the cervical canal instead of artificial in- 
semination The results have been equally encouraging. In non- 
obstructive type of azoospermia the husband is advised to take a nourish- 
ing diet rich m protein, vitamin B complex and vitamin E by mouth, 
and thyroid extract m properly graduated doses He is also advised to 
take a follicular maturing hormone injections and not the testicular 
hormone for the latter may depress the function of the pituitary and may 
favour further azoospermia 

TABLE A 


Total number of males inv estlgated 225 

Sperms present m 200 

No sperms in 25 — 11% 

Absolute azoospermia by repeated examinations 0 


In the female the problem of sterility had to be investigated from 
three aspects (1) Ovogenesis, (2) Patency of the genital canal (8) 
Quantity, quality and pH of the genital secretions 

The ovogenesis is confirmed directly by Culdoscopic examination 
of the surface of the ovary and indirectly by noting the basal tempera- 
ture variations, hormone estimations m the blood and urine, particularly 
detection of Pregnandiol glucoromdate and by detecting a secretory 
phase in the endometrium secured by suction biopsy I intend to give 
the results of these histological examinations as carried out from the out- 
patient department of our hospital In 108 females endometrial suction 
curettage was done m the out door by Novak’s Suction Biopsy Curette 
and 50% of the patients showed a secretory endometrium The rest of 
them had the endometrium m the proliferative phase in spite of the fact 
that the endometrium was removed just before the menstrual period 
was expected But these negative results have no confirmatory value 
unless the test is repeated m three to four successive cycles In two 
cases early pregnancy with decidual reaction and presence of chorionic 
nlh was reported even though the biopsy was carried out m these sterile 
women a few days before the expected period T B of the endomet- 
rium was noted in 8% of the cases 

TABLE B 

DIAGNOSTIC CURETTAGE 


(From 8 0 1048 to 31-3-1040) 


Total number of diagnostic curettage 103 

Proliferative phase 50 

Secretory phase 48 

Pregnancy with decidua and chorionic villi 2 

T B Endometritis - - 3 


The occurence of ovulation can be further confirmed by the basal 
temperature chart recordings and the exact time being detected for 
carrying out the artificial insemination and for advising the patient the 
most probable time for successful coitus I have seen the benefits of 
these procedures m good many private cases If there is a failure of 
ovulation, patient requires heavy doses of follicular maturing and luti- 
mzing hormones byparenteral route and thyroid extract and vitamin B <L 
C by mouth In one of my patients pregnancy followed m spite of an 
ovulatory cycle and one child stenhtyof 18years and the patient is now 
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advanced over 8 montlis in pregnancy I have never ventured yet to 
favour ovulation by giving stimulating doses of deep x-ray to the 
pituitary and ovary 


TABLE 1 



Primary Sterility 

Secondary Sterility 


With 

Anaesthesia 

Without 

Anaesthesia 

With 

Anaesthesia 

Without 

Anaesthesia 

Type of Cune 

No of cases & 
0 / 

/o 

No of cases A, 
% 

No of cases <5L 
0/ 

/o 

No of cases Sc 
0/ 
to 


125 

188 

40 

150 

Normal 

80 (04 0%) 

81 (44 8%) 

27 (14 7%) 

0 ( 3 8%) 

10 ( 8 7%) 

29 (72 5%) 

70 (50 7%) 

Low 

11 ( 8 8%) 

S (12 5%) 

1 ( 2 5%) 

18 8 7%) 

2 ( 1 3%) 

High 

2 ( 1 0%) 

Spasm 

14 <11 2%) 

2 ( 5 0%) 

5(8 0%) 

Platau 

7 ( G 0%) 

10 (10 4%) 

8 ( 7 5%) 

27 (18 0%) 
27(18 0 %) 

Blocked 

11 ( 8 8%) 

34 (18 6%) 

NIL 


The patency of the genital canal was investigated by kymographic 
tracings These give much more information than the old auscultation 
method The height of the curve and the character of the tracings not 
only indicate the mechanical aspect like the patency of the tubes, but 
also it supplies the information regarding the physiological functionof the 
uterus and the tubes, their motility and the tone and oestrm production 
in the body The recorded curves can be grouped under the following 
varieties — (a) Normal curve, ( b ) Low curve (c) High Curve, (d) Spasm 
curve, (e) Platan curve indicating a gradual leak and a partial Jblock, 
(/) Complete block curve Four hundred and ninety-eight cases were 
investigated for tubal patency For the sake of comparison and for 
deducing conclusive findings the cases were grouped fnto primary steri- 
lity and secondary sterility and with and without anaesthesia The 
results are given in the tables 1, 2 and 8 

TABLE 2 


Primary Sterility Secondary Sterility 


With 

Without 

With 

Without 

Anaesthesia 

Anaesthesia 

Anaesthesia 

Anaesthesia 


RESULTS 

No of cases & 
0/ 
to 

No 

of cases A, 
% 

No of cases A, 
% 

No of cases Sc 

0/ 1 

to 

Tubes Patent 

114 (01 2%) 

140 

(81 4%) 

40 (100%) 

128 (82 0%) 

Normal patency 

03 (74 4%) 

114 

(02 3%) 

35 (87 5%) 

91 (00 7%) 

5 ( 8 8%) 

Spasm 

14 (11 2%) 

10 ( 8 7%) 

2 ( 5 0%) 

Partial block with 




gradual leak 
Tunes Blocked 

7 ( 5 0%) 
11 ( 8 8%) 

19 

84 

(10 4%) 

(18 0%) 

3 ( 7 5%) 
NIL 

27 (18 0%) 

27 (18 0%) 


1 The conclusions from these tables can be briefly stated as fol- 
lows - Blocked tubes should be expected jn 18% of the cases when the 
test is carried out without anaesthesia, but under anaesthesia the inci- 
dence may be as low as 8% The anaesthesia used in these cases was 
Sodium Pentothal intravenously and 100 mg of Demerol as a basal 
narcotic 










220 


The Indian Physician, August 1949 


2 At subsequent kymographic tests m patients with tubal block 
50% of the primary sterility cases and 16% of the secondary sterility 
group cases, tubes were seen to be patent This may be either due to the 
effect of medical treatment during the intervening period or due to the 
less prominent nervous factor in the subsequent tests 

8 The results of medicinal treatment are much more encouraging 
m partial obstruction and gradual leak cases which showed a normal 
curve at subsequent examinations m over 60% of the cases both in the 
primary and secondary sterility groups Hence no definite prognosis 
should be given m blocked tubes cases and any major abdominal opera- 
tion like Salpingostomy be undertaken unless repeatedly confirmed by 
subsequent examinations or by carrying out a hysterosalpingographic 
study of the patient so as to confirm the diagnosis and determine the 
exact site and nature of obstruction The patients with gradual leak 
or total obstruction were given a course of milk injections, vaginal dia- 
thermy and vaginal douching Iodides and oestrm preparations along 
with Vitamin B and Folic Acid and Thyroid Extract were also adminis- 
tered during the intervening period 

TABLE 3 


Results at the subsequent tests 


Type of Curve 

Primary Sterility 

Secondary Stenbty 

Blocked Tubes— total cases 

10 

C 

Blocked tubes opened 

5 

1 

Blocked as before 

5 

5 

Gradual leak — total cases 

11 

5 

Gradual leak opened 

7 

8 

Gradual leak as before 

4 

2 

Normal patency — total cases 

20 

12 

Normal as before 

20 

12 

Normal — subsequently blocked 

NIL 

NIL- 


The results of salpingostomy operations are so unsatisfactory that 
every year new methods are suggested to improve the end results 
Successful results are noted m 8 to 9% of the cases of Salpingostomy 
depending upon the type of operation and degree of the quiescence of 
infection In this respect side Salpingostomy is least successful 
Bonneys Cuff Salpingostomy appears to be more helpful in keeping the 
end of the tube patent Recently a trap-'door salpingostomy has been 
described by H W Johnston of University of Toronto and m 8 of his 
cases patient became pregnant within a year A preliminary insufflation 
of air just before opening the abdomen determines the patency of the 
uterine end of the tube by the presence of air bubbles m the hydorsal- 
pinx as it is opened Lately I have used this procedure During the 
course of last 9 years I had to carry out salpingostomy on twenty 
occasions m my private patients and nearly half a dozen times in K E SI 
Hospital The type of salpingostomy done was as far as possible Cuff 
method unless it was anatomically or technically not possible when later- 
al or end salpingostomy was carried out For the last couple of years I 
have been carrying out" the blowing out of the tube withm a week after 
the operation and the number of successful salpingostomy is increased 
Table 4 gives the details of the operative procedure 
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TABLE 4 


Salpingostomy — 20 cases 

Primary Sterility 

0 cases 

Secondary Sterility 
14 cases 

Cuff Salpingostomy 

0 

11 

Bilateral Cuff Salpingostomy 

2 

1 

End Salplngostomj 

i 

2 

Lateral SalpIngoBtomy 

i 

i 

Salpingolysis 

2 

0 

Salpingectomy on the other side 

0 

5 


Our present Antibiotics and Sulfa drugs will certainly help to en- 
hance the success of the plastic surgery on the tubes and few years of 
clinical experimentation alone will decide the success achieved by and 
progress made m the tubal surgery 

REFERENCE 

1 JoH'jrroN H \V The 1048 \ ear Book of Obstetrics and Gynaecology pp 338, Chicago The 
\eor Book. Publisher*, 1940 
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STERILITY IN THE MALES 

t . 
by 

Dr G M PHADKE, f R C S (Eng ) 

HEM Hospital Pare], BOMBAY 

1 

For many centuries until the present, the wife has bbrne the burden 
of blame for failure to produce off-sprmg This indifference to the male 
was due to prejudices and misconceptions The medical profession also 
was not entirely free from this outlook In 1868, Dr Sims, addressing 
the medical society on the use of microscope as an aid in the diagnosis 
and treatment of sterility, advocated the importance of demonstrating 
spermatozoa in the semen Hecomplamed that he “was misrepresented, 
maligned and positively abused both in America and abroad,” for his 
insistence of semen studies cited the Medical Times and Gazette , 
which charged most “This cobbling in the vagina with speculum 
and syringe was incompatible with decency and self-respect ” Nearly 
half a century had passed before the medical men began to accept his 
teachings as ethical and desirable 

The erroneous belief that patency in the male was ample evidence 
of fertility is no longer tenable Besides the fear of offending the mas- 
culine ego by doubting his ability and the danger of discovering a 
previous venereal disease were responsible for preventing any scientific 
studies m the male 

Fertility is a divided responsibility shared equally by the husband 
and the wife From the beginmng of this century only, serious atten- 
tion has been given to the male m fertility According to Hotchkiss, the 
husband is responsible for nearly 25% of sterile marriages The man’s 
share therefore is not so rare as was thought once upon a time 

** A paper rend at the Olit meetlrfff ofthe Seth G S Medical College and K E M Hospital StafT 
Society held on Saturdaj 0th April 1949 - i - 
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After marriage, one year of Involuntary sterility justifies the carry- 
ing out of a complete diagnostic study A year or two m young couples 
would not make much difference but when the woman is 80 years old, 
no time should be lost From 80 years onwards there is a steady diminu- 
tion m the peak of fertility, so that delay in investigations may lessen 
chances of a successful result 

Sterility m the male is a complex problem requiring urologic, en- 
docrinologic and laboratory studies Roughly all cases can be classified 
into two mam groups — 

1 Urologic, and 

2 Endocrmologie 

The urologic group can be subdivided into congenital and acquired 
The former includes cases of hypospadias, cryptorchidism and cases 
with abnormal attachments of epididymis to the testis The acquired 
group includes cases due to infections of the gemto-unnary tract by 
specific or non-specific organisms 

Clinical Examination of the Male — Particular attention is paid to 
the general appearance, distribution of fat, height, blood pressure and 
secondary sexual characteristics The external genitals are examined 
for any abnormalities For proper conception the semen should be 
deposited m the vicinity of the cervix This is not possible in the case 
of penile hypospadias and partly so m the glandular variety Testicles 
may be smaller in size and softer m consistency Normal size and consis- 
tency of the testicles are of no assurance however that healthy asperma- 
tozoa are being produced m it Epididymis and vas are examined for 
any abnormality If prostate, seminal vesicles and urethra are patholo- 
gically affected, proper treatment is directed towards them Semen 
is examined next The details of this examination are already given 
by Dr Vaidya Appraisal of the semen constitutes the chief and the 
final index of fertility m the men Our interest is aroused if the semen 
does not contain any spermatozoa Aspermia may be due to either 
atrophy of the testicles or obstruction to the passage between the 
ejaculatory ducts and the globus major 

The diagnosis of obstruction of the ejaculatory ducts is found out 
by failure to obtain any contents from the seminal vesicles after massage 
and also by an urethroscopic examination The dilatation of the ducts 
through the urethroscope does not usually succeed 

The testicular puncture or testicular biopsy are the methods by 
which we can decide whether spermatogenesis is present or not Huhner 
advocated testicular aspiration m 1913 Technique of this is the same 
as m aspiration biopsy under local anesthesia The material obtained 
is unfortunately very little, and there is a chance that the active semini- 
ferous tubule may not be punctured Agam lesser faults of sparmato- 
genesis leading to varying degrees of oligospermia may not be diagnosed 
The method is only reliable if spermatozoa are seen We have done 
this on eight patients In only one of them we were able to see an occa- 
sional spermatozoa -under the microscope after a prolonged search 
We discarded this method m preference to testicular biopsy, a method 
more reliable to decide the state of testicular function This was per- 
formed experimentally by Engle and was first used clinically by Hotch- 
kiss of New York 
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Technique — Ten cc of 1% procaine is injected mto the cord 
Next the testis is grasped and the anterior surface is presented The 
skm of the scrotum is held taut and local injections are given An 
incision 1 5 cms long is made in the skm of the scrotum and this is 
deepened until the parietal layer of tunica vaginalis is opened which is 
recognised by an escape of a little fluid from the sac and the pearly 
vhite appearance of the tunica albuginea Small retractors as used 
m the ophthalmic department will expose the anterior surface of the 
testicle A tiny incision is made through the tunica albuginea TJiere 
is usually a brisk haemorrhage at this stage, but it always stops after 
stichmg the gap Once the tunica is cut the seminiferous tubules pout 
out mto the wound If not they can be teased out with a blunt probe 
The exposed portion of the tubules is smpped off with a tiny pait of 
scissors and preserved m Bovin’s fluid for sectioning Incision in the tuni- 
ca is closed with a very fine linen or silk thread Skin of the scrotum 
is stiched in the usual way Other side is tackled in the same manner, 
and a supporting bandage is given It is not necessary to hospitalize 
the patient But majority of them do get some discomfort for the next 
two days and this prevents them from attending to. their work The 
section will conclusively show the abnormality of the seminiferous 
tubules and whether spermatogenesis is taking place within them or not 
If gross dysfunction is detected, further time and money of the patient 
is saved We have carried out this test on eleven patients, m eight of 
them spermatogenesis was good and very poor m three If the bidpsy 
study is positive, and no spermatozoa m the semen, the only conclusion 
is that there is some obstruction between the tests and the lower end of 
the vas This can only be discovered by an open operation 

Technique — This operation should be done six weeks after the 
testicular biopsy Under local anaesthesia, the testicle, epididymis and 
the scrotal portion of the vas are brought out through an adeqpate 
incision through the scrotal skin Tunica vaginalis is opened and epidi- 
dymis is examined, an oval window is made in the globus major and 
some milky fluid will be seen coming out This is aspirated and put on a 
slide, for microscopic examination m the theatre for the presence of 
spermatozoa If not found further operative procedure is not necessary 
as it shows that the obstruction is between the epdidynns and the testis 
The results of the operation where vas is joined to the testis are dis- 
appointing as all of them ended in failures Fortunately m the majority 
'of cases the obstruction is in the region of the globus minor, so an opera- 
tion of vaso-epididymostomy is possible 

■Next step is to decide about the patency of the vas A portion of 
the vas near the globus major is selected and separated from the sur- 
rounding structures for an inch or two Complete stripping of the vas 
should not be done as its blood supply would be interfered with By 
holding it between the thumb and the forefinger of the left hand an 
oblique cut is made through its anterior half The gap is opened and a 
silkworm gut thread is passed into its lumen, distally as far as it can go 
If no obstruction is present it can be very easily passed This procedure 
however will not conclusively prove the patency of the pelvic portion 
nor will it show that the ejaculatory ducts are patent But obstruction 
at these sites cannot be corrected by any operative procedures so far 
at our disposal Again it has been found that the at v >es 
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obstructions are very rarely met with So if a fair length of the vas is 
patent, operation of vaso-epididymostomy is carried out Another me- 
thod to detect the patency of the vas is to inject some coloured solution 
into the lumen, and to recover it from the urine m the blader The 
coloured material, mercurochrome, methyline blue or argyrol, stain the 
tissues m the operative field and identification of structures is difficult 
We have not used this method as a routine 

Earlier failures of vaso-epididymostomy were due to the material 
used for suturing Catgut should not be used as it produces fair amount 
of tissue reaction and occludes the tiny lumen of the vas Hanger used 
very thin silver wire, in his successful cases But the thm wire is not 
very easy to handle Hotchkiss, after some experimental work used 
arterial silk successfully We have used this material and his techmque 
of union m all our cases 

Having ascertained the patency of the vas a blunt hypodermic 
needle is passed into its lumen for a distance of 1 5 cms The anterior 
wall of the vas is cut open This opened out portion of the vas is united 
to' the oval window made m the epididymis by two stitches at the upper 
atfd lower end and a stitch or two at the sides To minimise the tension 
at the site of union, additional supporting stitches are taken m the tissues 
m the neighbourhood Testis and epydidynns are put back into the 
scrotum and the incision is closed The same procedure is carried out 
on the other side 

The operation is tedious but not harmful to life Some surgeons 
prefer to do it under general anaesthesia I have done all these operations 
under local Batient is hospitalised for five to si\ days and is discharged 
after the removal of stitches and is asked to use scrotal support 

Semen should be examined every three months after the operation 
until spermatozoa are seen, which may take as long as one year to appear 
Another attempt may be made after one year if desirable 

We have carried out the above procedure on fi% r e patients after a 
regular testicular biopsy 

CASE REPORTS 

Case No 1 — As vas was severely blocked m the lower scrotal part 
inguinal portion was anastomosed to the globus major and tlus resulted 
into failure probably due to tension on the suture line 
Case No 2 — Not traceable 

Case No 3 — Operation was performed after seventeen years of 
married life Though semen was negative, testicular biopsy showed 
sperms 4 months after operation sperm count of semen was 56 ntil- 
hons/c c At present, the patient’s wife has got three months' preg- 
nancy 

Case No 4 — After having children from his first wife, vasectomy 
was done 10 years ago As he remarried 6 years ago, and as semen was 
negative for sperms vaso-epididymostomy was done and 8 months after, 
few spermatozoa were seen in the semen No further follow up 

Case No 5 — A patient, an old case of gonorrhoea, married six years 
ago, had no sperms m semen but as testicular biopsy was showing sperms, 

, vaso-epididymostomy was done at the K E M Hospital 2 months ago 
( nnd uptil now semen does not contain spermatozoa 



SEMINAL FLUID IN CASES OF STERILITY 

by 
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To procreate is an instinct with every living being and man is no 
exception to it Cutes for sterility are a legend and m every country 
people who cannot beget have ransacked everything from the temple to 
the chemist’s shop for a cure In China wherever you see a statue of 
ICwan Yin, the goddess of childbirth and fertility, you always find that 
the kneeling stone before it has been worn inches deep by the knees of 
supplicants We in this country are familiar with all sorts of Mantartan- 
tras being tried as a cure for sterility Uptil recently it was taken for 
granted that the fault in a childless marriage lay with the female partner 
The outlook has now changed and it has been found that quiteoften the 
fault lies with the male Examination of semen has changed this out- 
look 

The present paper is an analysis of fifty cases where the semen was 
examined All excepting two were referred by practitioners for child- 
less marriage Of the remaining two one was a bachelor and wanted to 
know whether he was potent and the other came because his wife used 
to get a burning sensation m the vagina after the discharge of the semen 

Collection of the material — Collection of the material is an important 
factor and due care must be taken to collect the sample Before 
collecting the sample the patient should be asked to refrain from an 
intercourse for four to five days For collection of the semen there are 
three methods (1) By masturbation, (2) By coitus upterruptus and 
(8) by intercourse using a condom I have preferred the first method 
because in that case one can get the sample for examination almost 
immediately No special arrangements are necessary and there is no 
difficulty about transport Most patients prefer this method Some- 
times patients find it impossible to get the semen by this method In 
that case I had advised the second method namely coitus interruptus 
The patient was supplied with a wide mouthed bottle and was asked to 
bring the semen as early as possible to my rooms The third method 
is not advisable because very often the condom contains chemicals 
which are injurious to the sperms and sometimes such a lot of pow- 
der is present in the condom that it interferes %nth the examination I 
have rarely advised this method Should it be necessary to use this 
method it is advisable to instruct the patient to wash the sheath thorough- 
ly and dry it before use - 

As soon as the sample is received in the laboratory the sample should 
be examined I have carried out the examination under the following 
heads (1) Volume (2) Viscosity (8) Sperm Count (4) Motility of sperms 
immediately after the sample is received and motility at the end of 6 to 
8 hours (5) Presence of abnormal sperms (6) Presence of pus cells and 
(7) Presence of organisms I will now deal with each one of these heads 
individually 
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Volume * — The volume of the semen varies from case to case In 
my series it has varied from 06ccto6 0cc The average volume is 
from 2 to 4 c c The volume is no criterion of fertility unless it is 1 very 
small In my series the semen which had a volume of 6 e c had a very 
poor sperm count and whatever few sperms were present were completely 
non-motile 

Viscosity — The semen as soon as it is passed is quite viscous but 
liquifies at room temperature in about 15 to 80 minutes Some speci- 
mens are known to remain viscous for a long time and it is claimed that 
increased viscosity reduces the chances of spermatozoa reaching the 
cervical canal In one of my cases the viscosity was increased and 
even after keeping the sample for twelve hours the sample did not liquify 
to any appreciable extent A wet film examination showed that the 
sperms had great difficulty in making movements because of the increase^ 
viscosity Another disadvantage of increased viscosity is that the 
sperms have to utilise their energy to move through the viscid medium 
and it is quite likely that their longevity is reduced 

Motility of the sperms — It is now a well known fact that sperms 
have to travel the whole of the female genital tract to impregnate the 
ovum To do this not only must the sperm be actively motile imme- 
diately after discharge but the motility should be a sustained one for a 
few hours For studmg the motility of sperms an ordinary wet film 
examination is sufficient It should be noted that the initial motility 
of the sperms m a freshly ejaculated semen is rather poor Wien liqui- 
faction has taken place (which as has already been stated takes from 
15 to 80 minutes) the motility becomes marked The motility should 
be studied from three points of view (1) percentage of active cells 
(2) type of motility and (8) duration of motility In a good specimen 
about 80 to 95 % of the sperms should be actively motile when freshly 
examined Such a specimen exhibits little cessation of activity at the 
end of third hour and considerable cellular activity is present at the fifth 
or sixth hour A few sperms are still active when the specimen is exa- 
mined at the end of twenty-four hours The types of motility could be 
described from excellent or aggressive to absolutely no motility In my 
series I have studied the motility in the fresh specimen and then after 
every three hours upto a total duration of 8 to 10 hours I will deal with 
my figures regarding the motility of sperms when I am dealing with the 
sperm count 

Sperm count — The total count of sperms taken together with 
the motility of sperms forms the most important part of the examination 
of the semen There are no absolute figures regarding the normal hu- 
man sperm count and different authors give different figures Meaker 
for example states that most highly fertile men have counts of over 100 
million per c c and m his experience no pregnancy has occurred where 
the count was below 60 million per c c Macomber ad Saunders, how- 
ever, report that m 244 cases of sterile and fertile matings they had 
four fertile couples with counts of less than 60 million and it is said by 
some authors_that everything else bemg normal counts as low as 10 
million per c e are sufficient to ensure fertilisation In giving my re- 
ports I have treated figures above 70 million as normal, between 10 and 
70 millionas moderate and figures below 10 million as poor specimens. 
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The total count of sperms is a simple procedure I either use the 
red cells or the white cells pipette, depending upon a rough estimate of 
the total count as seen by the wet film examination The diluting fluid 
that I use now-a-days is physiological saline to which has been added 
carbol fuchsm m the proportion ofOlcc to 100 cc Formerly I 
u as using a saturated solution of sodium bicarbonate Both diluting 
fluids work quite satisfactorily Semen is taken up to 0 5 or 1 mark and 
diluted with the diluting fluid I have done all my counts on Neubauer’s 
chamber counting all the sperms in the ruled area The calculation of 
course vanes according to the dilution used The number of sperms are 
expressed as so many per c c 

As already stated I have examined the semen of 50 cases A total 
of 56 samples was examined from these cases In four patients a 
sample was examined twice and m one case thrice These fifty cases 
could be classified as follows taking the sperm count and their motility 
into account 

(1) 14 patients had aspermia, that is not a single sperm 
present m the whole sarfiple 

(2) 16 patients had a count less than 10 million per c c In 
4 of them the motility was good, m 7 fair and m 7 bad 

(8) 16 patients had a count varying between 10 and 70 mil- 

lion In 10 the motility was good, m 8 fair and in 8 bad 

(4) 4 patients had a count of more than 70 million per c Ci 

and out of these one case is of a bachelor about whom I have already 
mentioned m the earlier part of my paper The motility in this 
group was excellent in all cases 

One thing stands out prominently when one looks "at these figures 
and it is the number of cases that have got complete Aspermia They 
are as many as 14 Adding to this groyp those cases with a count of less 
than 10 million (a figure which I have arbitrarily chosen as one below 
which fertility is extremely difficult if not impossible) it will be seen that 
there are thirty cases out of 48 sterility patients where the defect lay 
with the man That calculates to a percentage of 62 5% a fairly big 
percentage I might mention that in those cases which I have labelled 
as aspermia I have made repeated wet film examinations from those 
specimens and ultimately centrifuged the material to see if any sperms 
are present These cases were labelled as aspermia only when no sperms 
were present as seen by these methods It is argued and I think 
correctly by many authors that examination of a single specimen 
should not be taken as a conclusive evidence regarding the absence of 
sperms and repeated examinations should be done before a diagnosis of 
aspermia is pronounced , but m private practice it is extremely difficult 
to get the same patient submit to the semen examination more than once 
Hence I had to remam satisfied with a single examination, Even when 
a diagnosis of aspermia has been made and no hope exists such a verdict 
should not be given to the patient while talking to him, because we are 
not quite sure whether the aspermia is a permanent feature with that 
patient 

This much is for the general observations on the count of sperms m 
the semen examination I will now quote few cases from the record 
These are cases where I had the opportunity of examining semen more 
than once There are four such cases in my series, 
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Case No 1 The patient had aspermia on both occasions the semen having 
been examined with an interval of one month during which he had taken a course of 
injections 

Case No 2 — The patient had a count of 35 million per c c with no motility of 
sperms He took a course of injections and the semen was examined three months 
later and this time the count was 48 millions per c c and a few of the sperms were 
motile though the motility ceased within four hours This patient did have a child 
after one year 

Case No 3 — This patient’s counts were done thrice In between he had taken 
a number of injections The count on the first occasion on 4-8-1042 was 2 million 
with no motility On 27-8-1 042 it was 11 million with no motility It was Inst 
done on 8-2-1949 and was 18 million with a fairly good motility He has no child 
uptil now though his wife has undergone the usual gynaecological treatments 

Case No 4 — This was a patient who gave a definite history of gonorrhoea 
His semen was examined at the interval of five months No sperms bale been pre- 
sent on both occasions but instead a large number of pus cells were present The 
semen was as a matter of fact nothing else but pus Gram’s stain of the smear show- 
ed a large number of Gram negative bacilli but no gonococci 

Morphology of the sperms — A good deal of attention has latterly 
been given to the morphology of sperms Abnormal morphology is 
supposed to prevent conception Moench is an advocate of this theory 
He places great weight on the structure and the shape of the head of the 
sperm and believes it to be of far more importance than the other items 
discussed m the semen analysis Other authors disagree with this hypo- 
thesis and believe that the accurate estimation of fertilising ability de- 
pends on a combination of factors namely the volume, the number of 
sperms, their motility and their endurance and not on any one alone 
Even m a normal semen some abnormal sperms are found and about 10 
to 15% abnormall sperms are not given much significance In my 
senes of cases I have not examined the morphology in the first few cases 
I have been doing it latterly and m one case I have found as many as 
28% abnormal forms This was the same specimen in which the Vis- 
cosity of the semen was also markedly increased I have been studying 
the morphology by making an ordinary smear and staining by Gram’s 
method This is not an ideal method for studying the morphology of 
sperms Hotchkiss and Eastman have advocated fixing the smear m 
Schaudm’s fluid The smear is then successively treated by 50% 
alcohol, eosm, acid alcohol and hematoxylin I have not used this 
method 

Pus cells — The presence of a few pus cells (about 4 to 6 per high 
power field) is quite common in seminal fluid and has no pathological 
significance Presence of large number of pus cells of course means 
that some infection is present In my series as I have already said 
that there was one case of old gonorrhoea and the semen was nothing 
else but pus 

Organisms — Normally no organisms are found but m infected 
cases the causative organism may be found In my series jn the same 
case which I have mentioned above a large number of Gram negative 
bacilli were found on two successive occasions I have not encountered 
any case which showed the presence of gonococci 

SUMMARY 

(1) An analysis of 56 samples of semen has been presented 

(2) In a large number of eases of barren marriages the fault lies 
with the male partner and it is revealed by examination of semen, 
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(8) In evaluating semen its volume, viscosity, total sperm count, 
motility and morphology of sperms should be taken into account and not 
one single factor , 
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VENEREAL DISEASES AND STERILITY 

by 

Dr S C DESAI, MJ3 , D V D (Bom ) 

K E M Hoipltal, BOMBAY 

The importance of venereal diseases as a cause of sterility has 
rapidly diminished m the last two decades, thanks to the modern specific 
and rapid curative remedies For example, Livermore in 1929 stated 
that gonorrhoea alone was responsible for 80 to 50 per cent of all child- 
less marriages, and Arthur E Giles in 1929 stated that tubal disease was 
present mil per cent of all cases of sterility investigated, by him The 
epithet “One child sterility” — which is a tribute to gonorrhoea as a cause 
of sterility, was presumed to apply to those cases where the female part- 
ner acquired gonorrhoeal infection at the same union ,' which resulted m 
fertilisation of the ovum This, however, is not entirely true, many 
such cases being due to secondary sepsis Both the conditions however 
give rise to the same pathology viz salpingitis, the impetus for the 
infection to travel from the cervix to the tube being provided by 
trauma, during parturition If by primary sterility we mean failure of 
development, of reproductive capacity, the venereal diseases are not 
to be blamed for it but they act as mam or contributory factors m the 
production of secondary sterility. This they do by either of the four 
modes, viz — 

(1) By temporary or permanent interference of spermatogenesis 
The venereal diseases cause this, like any other systemic disease which 
upsets the normal constitutional balance necessary for spermatogenesis 
Syphilis mainly and gonorrhoea at times act m this manner 

(2) By mechanical obstruction m the conducting channels for 
ova or spermatozoa This is the most important cause of sterility due 
to gonorrhoea 

(8) By physical impediments to normal sex relations m cases of 
chronic stasis hypertrophy of genitals by syphilitic or lympho-granulo- 
matous process The incidence of this complication is very small indeed, 
and of importance only in hospital class of patients 

(4) Venereal diseases and particularly gonorrhoea also reduces 
the normal fertility of spermatozoa by interference in their viability 
or motility by chronic infection in the prostate, seminal vesicles or 

cervix This statement refers mainly to gonorrhoea 

■ — — ■■■ 1 — 
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I shall confine my discussion to mention known facts relating 
sterility to individual venereal diseases ( 

Syphilis and sterility — Taking the definition of sterility as “inability 
of childless couple to conceive”, there is no reason to think that syphilis 
bj’htself is an important cause for it, m syphilitic families (Stokes) 
However, Meaker (1984) estimates that 28 per cent of men with a history 
of syphilis are sterile The latter estimates m the speaker’s opinion is 
however too high, and is not corroborated by other available data 
Gonorrhoea may be responsible for a portion of sterility m syphilitic 
families Syphilis can become however a major cause of childless 
marriages amongst syphilitics due to miscarriages and neo-natal death of 
diseased foetus 

Syphilis is responsible for sterility indirectly, by constitutional 
effects rather than directly Syphilis is mentioned by Tew (1989) and 
Burns (1940) amongst the systemic diseases which may be the cause of 
sterility by interfering with sparmatogenesis Hamilton m 1941 found 
it responsible for two per cent of 488 cases of sterility which he investi- 
gated B6claire and Francois (1988) rated syphilis as a secondary cause 
of sterility in three per bent of their female cases There is no observed 
spermicidal or ovicidal effects of spirochetes,- although it can be well 
understood that syphilitic infection can Interfere with or suppress 
spermatogensis or oogenesis The other modes by which syphilis can 
interfere with pregnancy is by direct involvement of ovary or testis 
'and thus disorganising their function But according to Warthm 
{ 1928) syphilis of the ovary is virtually unknown Gellhorne has report- 
ed one case of gumma of the ovary, which is a single exception to -the 
gfeneral absence f'of report of this condition m the literature It is also 
a well known fact that manifestations of syphilis in females are singu- 
larly mild, and that pregnancy has also a beneficial effect on the course 
of iriatemal syphilis But, in contrast, the male is not so beneficially 
favoured by nature, and gumma of the testis or bilateral orchitis are 
well known, though not too common, complications of tertiary syphilis 
Syphilitic orchitis causes total disorganisation of the glands The fact 
that the loss of testicular sensation is an important diagnostic sign of the 
gumma of the testis, is itself an indication of severe destruction and 
functional impairment of this structure The damage to the testis by 
this condition may not be permanent m all the cases as is indicated by 
Hagner (1925) who reported restoration of spermatogenesis in a case of 
bilateral gumma of testis after treatment, Adequate reports on this 
important problem are not available m literature to draw final con- 
-clusions 

There are very few reports, again, of structural abnormalities of 
spermatozoa due to syphilis One such report is by Widakowitch and 
other by Lane-Roberts et al The latter observers reported teratozoo- 
Sperrrua (meaning abnormal head forms m more than 20 per cent of 
sperms counted) which they attributed to syphilis 

Syphilis is almost never a cause of blockage in the conducting 
channels in either sex, excepting temporarily m cases of syphilis of the 
cervix, or sometimes permanently due to stenosis of cervix following a 
resolving gumma It is also rarely a cause of sterility by physical 
-impediments to- normal -coitus due to -chronic- persistent stasis hyper- 
trophy of genitals m both the sexes 
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Gonorrhoea and sterility — This disease by far is the most important 
cause of sterility due to venereal diseases It does not usually do so by 
affecting the spermatogenesis, except temporarily like any other infec- 
tion It houever causes sterility by two important mechanisms, viz 
(1) by physical blockage and (2) by maintenance of chronic infection m 
the prostate, seminal vesicals and cervix, which affects the viability and 
motility and hence the fertility of spermatozoa j 

Gonorrhoeal epididymitis is the most important single cause of 
male sterility This is brought out very vividly by Benzer’s observa- 
tion on German soldiers, so often quoted by all the text books He 
found that 10 5-pCr cent of the patients who had suffered from gonor- 
rhoea had no children (same as in general population and not possibly 
primarily due this disease), as against 28 4 per cent of those with uni- 
lateral epididymitis and 41 7 per cent of those who had bilateral in- 
volvement Reid quoted the incidence of sterility after bilateral epidi- 
dymitis at 5G per cent (90 out of 167 cases), and Frank reports as high 
as 94 per cent (802 out of 842 cases) The incidence of epididymitis 
in patients suffering from gonorrhoea used to be 10 per cent, and thanks 
to the modern specific remedies it is less than 0 1 per cent nov The 
•mam prevention of this complication lies m early specific treatment, and 
avoidance during acute stage of the disease, of physical and'physiologi- 
cal trauma like severe exertions, full bladder, alcohol and sexualeVcTte- 
ment The last four factors are recognised pre-disposmg) causes [of 
extension of gonococcal infection to the epididymis Therexis IioweVeiv, 
a definite chance of restoration of the pnteney.of the ep 1 d 1 dy m is "om tli e N 
resolution of the disease, as is proved by the above figures of incidence ~J 
of sterility Gonorrhoea almost never causes blockage of the vW 
deference It is known to cause temporary blockage of the ejaculatory 
ducts m some cases, due to co-existent prostatitis As a rule, their 
patencyis restored when the prostatic mflamation has cleaned up, but in 
some cases a permanent stenosis is left behind The latter diagnosis 
should be considered if the history, clinical examinationorepeated semi- 
nal examinations, and testicular biopsy suggest an obstruction which is 
not found m the epididymis or vas-deference Lastly stricture of the 
urethra may also act mechanically to cause sterility by preventing the 
semen to come out 

Much less frequent, but not the least important, are cases of chronic 
prostatitis or seminal vesiculitis as a cause of male infertility, where 
viability of the sperms and their motility is impaired due to unfavourable 
surroundings The prostatic infection is not however a cause per se of 
infertility and this is evident by the observed presence of this condition 
m patients with children, and by the presence of sperms in their prostatic 
secretions It can become a contributory factor in some cases by cau- 
sing asthenozoosp'ermia Hence in all cases of sterility, where there is a 
history 'and evidence of prostatic infection, this complication should be 
eradicated by treatment I have observed several such instances 111 
my experience 

Gonorrhoea in the female also interferes in the fertihtiy m an identi- 
cal manner, viz, m the ^blockage of the tubes which are anatomical 
counterparts of the vas and the epididymis in the males, and by inhibiting 
the ingress of spermatozoa to the tubes by presence of chronic cervicitis 
Again most of the remarks made above have a parallel application to 
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the female cases The comphcation of salpingitis has become a rantj r 
these days , with availability of specific treatment Gonorrhoea was 
responsible fox' 00 per cent of all cases of salpingitis formerly, which 
figure does not stand true to-day The infection is primarily endo- 
salpmgitis, the infection travelling to the tube from tne cervix via endo- 
metrium of the uterus without affecting the lattei 4 . In milder cases 
complete or almost complete resolution takes place The chronicity 
In many cases is maintained by repeated re-infection of the tube The 
clearing up of the focus of infection in the lower ge'mtal tracts, avoidance 
of the physical and physiological trauma and treatment of the infected 
partner are important measures to remember m avoiding the exacerba- 
tions In severe cases even the first attack may bring about complete 
blockage of the tube Chronic cervicitis is not necessarily associated 
with sterility In some cases conception does not occur until the cond • 
tion is effectively treated No spermatozoa may be found m the cervi 
cal canal after intercourse in some cases of ^chronic cervicitis with 
excessive mucous formation and altered pH reaction 

Finally other diseases like Lympho-granuloma Venereum, Granu- 
loma Inguinale and Chancroid are rarely causal factors of sterility, except 
m a minor contributory way In conclusion, the incidence of sterility 
due to venereal diseases is remarkably reduced due to modem remedies, 
and the main problem now is prevention rather than subsequent cure of 
this comphcation 
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SEVEN-DAY CURE FOR ALCOHOLISM by Leon Bruel aNd 
* Raoul Lecoq 

From Pans comes this Magazine Digest — a new type of injection 
treatment that actually removes the craving for alcohol 

The chronic alcoholics — that large group of people for whom there 
lias been no reliable cure, but only continued relapses into drunkeness, 
can at last lead normal, sober lives 

This is the authors’ first announcement of the development of a new 
and radically different method of treating alcoholism This method does 
something which as far as one can ascertain has never before been 
attempted , it uses intravenous injections of alcohol to offset the alcohol 
taken by mouth The result is a removal of the toxicomania , m 
other words, the craving for alcohol is ended 

' Realizing that the authors might be accused of raising hopes 
falsely, they waited for more than seven years before making this 
announcement — just to be sure that the treatment has a lasting effect 
Alcoholics who took this treatment at their chmc as long ago as 1940 
are still “ cured ” They are leading normal, useful lives and have 
no desire to return to drinking 

The authors are making no attempt to commercialize on this 
treatment Full information about this simple, inexpensive cure is 
hereby offered to alcoholics and to physicians everywhere The 
treatment takes only a v eek and does not harm the patient’s health, 
in most cases he doesn’t even have to go to the hospital 

There are two reasons why the affliction is hard to cure (1) it is 
an illness, like diabetes or uremia, (2) it is also a toxicomania— an 
addiction to a drug, similar to an addiction to morphine or cocaine 
It is this second factor that makes the “ cured ” alcoholic slip 
back into another drinking bout Even the smell of rubbing alcohol 
in a hospital, or the taste of a drop of wine at a banquet can start up 
the toxicraving and send him on another “ lost week end ” 

- When the alcoholic tries hard to overcome his failing, with the 
help of psychotherapy and social workers, he is fighting an uphill battle 
At any time — even after years of abstinence — some incident may revive 
a memory, pulling the trigger mechanism and his body overwhelms 
his mind in its lust for drink 

When the authors began their researches on alcoholism, they 
knew that this was the problem to solve , alcoholism could never 
be properly cured until physicians found some way to remove the 
tokicomania from the body 

As it happened, they found the missing link in their researches 
quite by accident Here is the case, from the beginning 

The husband of a tavern keeper, wounded m World War I, had 
m his left lung an opaque foreign body Because he had been discharged 
as a medical case, he was under observation by the Social Hygiene 
Dispensary of Samt-Germain-en-Laye, France His work as horse 
dealer led him to frequent country fairs, where transactions were 
celebrated with drinking parties 

After one such spree, he had some trouble with his boss and lost 
his job Upset, he went home to the tavern and went to bed He 
asked for wine, but his wife refused to let him have any 
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So he left home and went to the dispensary, where he complained 
of bach pains on Ins left side, near the spinal column, of fever, of sweats, 
and hcmoptysi The doctor at the dispensary didn’t know the 
patient’s addiction to alcohol He -v-rnyed the man’s lungs and, noting 
tile shadow m one lung, attributed the entire trouble to a lung abscess 
The patient was thep sent to the authors for treatment for 
lung abscess Like other patients with similar lung complaints, he was 
treated by the Landau method, which consists of injections of ethyl 
alcohol m a sodium chlorinated solution 

(This patient, of course, was really suffering from the early stages 
of delirium tremens However, because there was no smell of liquor 
on his breath, the other symptoms — the abundant sweating, extreme 
nervousnes, and high temperature, plus the x-rays of his lungs — 
seemed to confirm the diagnosis of lung abscess He was incapable of 
standing up, muttered incomprehensible word?, trembled with all 
his body, and slept badly,) 

The first night, tins patient was given 40 c e of alcohol by injection , 
then ejich day for the next week, 20 c c in the morning and 20 c c at 
night 

The change m him was amazing In 48 hours the trembling, fever, 
sweats, insomnia, and speech difficulties disappeared 

The family now appeared on the scene, and revealed lus history 
of alcoholism 

By the fourth day, the dt’s had completely disappeared, and the 
patient was discharged He was apparently none the worse for lus 
experience, and seemed to have no immediate craving for alcohol 

The authors were amazed that injections of ethyl alcohol should 
coincide with such a rapid recovery from delirium tremens, and they 
determined to repeat the treatment whenever a similar case should 
come up 

gome days later, a chronic alcoholic w r ent to their clinic, his body 
w'ns bathed in sweat, he was running a fever, and he suffered from 
hallucinations They injected into his veins some ethyl alcohol And, 
just ns in the first patient, the fever, trembling, sweating, and hallucina- 
tions disappeared within 48 hours 

A third d t patient was brought to them in a strait jacket He was 
a 40 year old farmer whose alcoholic abuses were well-known The 
medical certificate said “Acute delirium m an inveterate alcoholic ’’ 
He was given enthyl alcohol injections, and the results were the same 
as m the preceding cases When lus w r ife and children visited him on 
the third day, to their amazement he talked to them ns if nothing had 
happened On the tenth day, he was able to go home 

So far, they had tried the injections only as a means of clearing up 
delirium tremens They decided to follow uj) subsequent cases, to see if 
the injections could bring about a lasting cure The treatment using 
alcohol to cure alcoholism didn’t seem to make sense Nevertheless, 
there was no denying that the treatment worked It also speedily 
cleared up the liver and circulatory trouble which went with the d t ’s 
Their next patient was a gardener with all the signs of chronic alcoho 
lism insomnia or nightmares, loss of ajipetitc, tremblings, &c 

For some time past, this man’s character had been ehnngmg 
Once very regular m his w'ork, he gradually abandoned most of the 
gardens m his care, became ill tempered, and constantly quarrelled 
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with his family When brought to the hospital by his wife he was 
m a drunken state, and she insisted that he be kept in hospital He 
refused and had to be detained by force 

At first lus condition grew vorse His temperature rose, and 
hallucinations increased He was given injections of ethyl alcohol, 
30 per cent, twice a day After 60 hours’ treatment, the acute 
crisis disappeared After eight days of treatment, the patient was 
ready to leave 

An understanding employer gave him back Ins job Once more 
he became industrious, conscientious, eager to take on extra tasks 
In following up the case, we made him realize that his illness was due 
to alcohol He promised to reform Most ex-alcoholics do make such 
promises, but this man kept his word The craving, he told us, had 
gone 

Seven years have passed since then, and there has been no relapse 
Happiness has returned to his home HoW does the alcohol injection 
treatment work ? 

At first such a treatment seems paradoxical When the authors 
approached the director of a research institute, asking him if such a 
method had ever been tried before, he replied “ Nobody has yet 
thought of injecting alcohol into the veins of patients who are already 
saturated with it ” f 

During their researches the authors finally came across what seems 
to be the explanation They proved that the intermediary products 
of alcohol metabolism acidify the organism 

The first tests were made with rabbits, which were given See 
of alcohol, diluted with an equal volume of water 6l Less than two 
hours after each rabbit had been given this alcohol By mouth, there 
was a fall m the alkali reserve of the blood 

Broni then on, they tried to find out if alcohol did the same thing to 
humans They found that there is a close connection between the 
decrease in the body’s alkali reserve and the intensity of delirium 
This, strange as it may seem, shows that alcoholism is really a disease 
m the class of diabetes — in the diabetic, a drop m the alkali reserve 
brings on the coma 

Take the case of Private D A Chronic alcoholic, with an enlarged 
liver and the beginnings of blocked circulation, he fell down the barracks 
stairs The ensuing shock brought on delirium tremens, during which 
he become insubordinate He was imprisoned 

At first considered a malingerer, he was not brought to the hospital 
untjl after 24 houis of delirium Then, laboratory tests showed that 
his'alkaline reserves had fallen to a very low figure Also, Ins condition 
Iiad become complicated with heart and liver trouble 

Nevertheless, as the alcohol injections were given, the alkaline 
reserve in his Jxidy slowly increased For five days, the confused 
state, insomnia, and fever persisted By the tenth day, the alkaline 
reserve had risen to 57 c c His delirium had gone, his liver and heart 
functions were back to normal He returned home, completely well 
What happens is, therefore, this Alcohol taken by mouth has an 
acid affect, thus reducing the body’s alkalinity But when injected 
into the veins, alcohol has precisely the opposite effect — it is 
alkaline, offsetting the acid effect of alcohol taken by mouth 
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The following case gives- a detailed analysis 

A 88 year-old government clerk was brought to the hospital in a 
strait jacket The medical certificate emphasized abuse of fermented 
beverages In one bout he had taken three quarts of wine, plus black 
coffee mixed with additional wines, and various liquid “ Appetizers ” 
Delirium tremens had begun two days before He was running 
a fever, and was completely unconscious His urine was scanty, and dark 
m colour he had abundant sweat , his breath was fetid and acetonate. 
The blood analysis showed that the alkaline reserve was down to 88 c c 
per 100 

Intravenous injections of ethyl alcohol were begun immediately 
Two hours after the first injection, the alkaline reserve had risen to 
40 c c Then a gradual rise occurred 48 c c on the second day, 45 c c 
on the fourth day and 57 c c on the eight day 

As his alkaline reserve was restored, his mental troubles dis- 
appeared On the second day, the patient, without fever or hallucina- 
tions, could be placed in a general ward His unne was back to normal 
On the fourth day, he was quietly reading his newspaper He now 
devoured his food and slept soundly 

On the tenth day, when he left the hospital, he had no more signs 
of alcoholism 

If overcoming delirium tremens merely involves restoring the body’s 
alkaline reserve, why isn’t it possible to do this by some means other 
than alcohol injections ? 

The authors tried mtravenous injections of a 10 percent solution 
of calcium gluconate, which also bring about an increase in the •akahne 
reserve of chronic alcoholics But this treatment did not prevent 
delirious crises of hallucinations 

The authors believe that, although other chemicals may restore the 
body’s alkaline balance, only injections of ethyl alcohol can bring about 
the detoxication of the chronic alcoholic Only alcohol, injected 
into the veins, makes possible the desensitization — curing the “ trigger 
action ” which otherwise binds the alcoholic to his mama 

It is not necessary to wait for a serious crisis before begmnmg the 
treatment The intravenous alcohol treatment is just as efficient when 
the chronic alcoholic is sober "When carried out according to the 
dosage and methods they have developed, it can be given safely at any 
time About the only complication is a certain amountof hypertension, 
which is counteracted by intramuscular injections of vitamin A 

However, the treatment does not bring about a permanent cure 
unless the patient stops abusing alcoholic beverages For, even though 
he is cured m a physical sense, he can again — just like anybody else — 
drink enough to bring back his craving and agam become an alcoholic 
For this reason, any mental factor — such as a feeling of inadequacy, 
a desire to escape from worry — which may have caused excessive 
drinking In the first place should be cleared up Then, because the 
alcoholic has been successfully freed of his craving there is no reason 
why he should not stay away from liquor 

Going one step further, the authors state that their treatment 
can be used as a preventive of chrome alcoholism, even among those 
■who insist on continuing their drinking 

For example, a mini who normally drinks from 15 to 20 quarts 
of wine in a week is given injections of 700 c c of ethyl alcohol during 
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the same period In other words, two quarts of absolute alcohol taken 
by mouth are offset by 175 c e of the same product taken in the veins 
As Lccoq, Chnchard, and Mazous showed in experiments with rabbits, 
the same dosage of alcohol which intoxicates when taken by mouth 
eliminates all nervous signs of alcoholism w’hen injected intravenously 

Approaching the problem of bodily acidity from another angle, 
all chemicals which create anunonic gases in the stomach should be 
effective m warding off drunkenness They ha\e proved this with a 
very pure carbonate of a kind rarely found in the market One of 
their interns takes a good supply wuth him whenever he goes to a 
party, and thus maintains a light stomach and a clear mind 
throughout the evening 

Thus the fight against alcoholism now’ results in victories at every 
state Drunkenness can be prevented in the very place where it is 
produced by taking tablets which neutralize the immediate effects of 
alcohol Nen ous forms of alcoholism, and the latent forms of concealed 
alcoholism, can be treated by combinations of B-complex vitamins 

Finally, the extreme cases of delirious and hallucinatory chronic 
alcoholism, resulting from a definite toxicomania, can be cleared ujj with 
mtra\enous injections of ethyl alcohol, with glucose and hepatic 
extracts 

For the benefit of doctors, here is additional data The authors 
have definitely adopted for their patients the total dosage of 700 c c of 
25 per cent ethyl alcohol, combined with glucose and hepatic extracts 
The injections are gn en intravenously, daily, in the following dosage 
1st day — 180 c,c in two injections (morning and evening, 
90 cc-j-90 cc), 

2nd day — 150 c c m two injections (75 cc+75 (( cc), 

3rd day — 120 c c in two injections (60 cc-f 60 cc), 

4th day — 100 c c m two injections (50 cc+50 cc), 

5th day — 50 c c m one injection, 

and, 6th day — 50 cc in on injection, making a total of 700 cc 
of 25% ethyl alcohol (175 cc ethyl alcohol -f- 525 cc dist 
water) * 

CAUSATION IN ALCOHOLISM 

A recent study of causation in alcoholism by Bird states that many 
factors direct and subtle, influence the fate of the alcoholic, such as 
heredity, physical constitution, physical deficiency or disease Alco- 
hol deadens the senses and is therefore used by the alcoholic to escape 
the intensity of reality and its restricting influence Other methods of 
escape may be considered more respectable, but are not necessarily 
less destructive Addiction to work hobbies, mental and physical 
ills may have as serious effects as alcohol upon other personalities that 
escape by such means 

Civilization has for the main part brought an end to the need for,, 
primitive aggressiveness as a protection against external reality , due 
to this man has become more introspective, and it is against internal 
reality that man must protect himself Man’s internal reality consists 
of all hiS primitive characteristics — uncontrolled sexual desire, aggres- 

* I have treated with intravenous . ethjl alcohol one patient with Delirium Termnens 
following an acute alcoholic episode according to the method described by Brucl find ! Zrecoq with 
fpectacndar recovery But It is difficult to gl\e a definite opinion about tbl* new method of treat 
a nt because of spontaneous recovery in cases of delirium tremens episodes in from three to seven 
days — N, D Patel - 
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si veness, selfishness, cruelty and a wish to be self-sufficient and indepen- 
dent It is this internal reality that man finds intolerable and from 
which he may seek escape through alcohol 

The author considers the fellowship m Alcoholics Anonymous and 
its social aspects an important part m rehabilitating the alcoholic To 
one who has lost his friends and interests A A gives the opportunity to 
revive such contacts and to transmute his preoccupation with himself 
into an interest m others 

Child training is also stressed A child at birth is completely selfish, 
aggressive and sexually uninhibited He knows no modesty, no shame, 
no restraint i It is only through the constant pressure from parents and 
society that he is forced to change If he is taught mercilessly that all 
sex and all aggression are bad, the child will grow up with an ever-present 
terror within himself of his sexual and aggressive desires, a terror which 
he will not be able to control or understand , he will be forced to escape 
through alcohol, neurosis, ulcers, high blood pressure or suicide 

Psychiatric study of alcoholics always leads directly back to the 
patient’s childhood and it is there that the first causes are found There- 
fore, the prevention of alcoholism can only coipe through improved 
child training and those who are interested m alcoholism should add their 
support to programs that promise better opportunities for children 
to grow up healthily 

(Dlrd Brian Clc\clnnd, Ohio One Ajtpcct of Causation In Alcoholliaii, Quarter)} Journal of 
Studies on Alcohol 9 4 March 1010 ) 

PROVISIONAL DEFINITION OF POLIOMYELITIS VIRUS 

Confusion regarding restrictions that should be 1 applied to the term 
poliomyelitis virus, as opposed to other allied terms such as encephalo- 
myelitis or encephalitis virus, has recently been considered by the Com- 
mittee on Nomenclature of the National Foundation for Infantile 
Paralysis Recommendations submitted were that the term polio- 
myelitis virus be used only to designate strains of the agent originally 
described as the cause of poliomyelitis m man, regardless of the source 
from which it may be recovered m nature The identifying characteris- 
tics of this virus are the production of typhical experimental disease m 
the monkey, the characteristics and distribution of histologic lesions in 
the spinal cord and brain of primates, the host range of the virus and 
its immunologic properties 

The clinical signs of disease in monkeys include fever, tremor and 
spasticity of muscles, usually followed by paralysis within a day or two 
Severe generalized tremors are considered almost without exception to 
be pathognomic of poliomyelitis Pathologic lesions in the monkey 
essentially duplicate those m human beings in type and distribution 
Spinal cord lesions are concentrated in the gray matter and primarily 
m the anterior horn cells These are accompanied by focal and diffuse 
infiltration of leukocytes in areas of nerve cell damage The cerebral 
csrtex is noted to be generally spared and the deep cerebellar nuclei are 
generally involved 

Virus which produces the characteristic experimental disease m 
monkeys but does not infect other mammals may be considered polio- 
myelitis virus In addition, certain strains isolated from typical 
cases have the capacity of producing paralytic poliomyelitis in mice, hams- 
ters and cotton rats, but not m guinea pigs or rabbits These strains 
appear to be immunologically related to the Lansing — 1988 strain 
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The committee stated that certain strains of enceplialoymehtis 
virus of mice or “mouse poliomyelitis” (e g , TO, FA, GD VII) and other 
•\ lruscs that produce lesions in the anterior horns of spinal cords m ex- 
perimental animals but that do not otherwise satisfy criteria set down 
for poliomyelitis virus, should not be called “poliomyelitis virus,” 
“mouse poliomyelitis virus,” or “poliomyelitis like virus ” 

(Ldllorial: Provisional Definition of PolIom> clitls Vims Journal of the American Medical Asso 
elation 139 852 March 1019 Committee on Nomenclature of the National Foundation for Infantile 
P irali sis A Proposed Provisional Definition of Pollomv clitls \ Iras. Science 108 701 705 December, 
1048 

REACTION OF THE BODY TO POLIOMYELITIS 

The established principles regarding the etiology, pathogenesis and 
pathology of poliomyelitis were discussed recently in an article by 
Guyton The author deferred to personal experience as a patient with 
poliomehtis m explaining several poorly understood symptoms It 
postulated that the pain, tenderness and muscle shortening are probably 
due to a generalized vasospastic condition secondary to lesions m the 
medulla The prevalance of poliomyelitis in the United States has 
greatly increased in the last few years, and it has been observed that as 
sanitary conditions have become better the prevalance of poliomyelitis 
has increased and relative incidence among older persons has risen 

It is explained that there is considerable cross immunization be- 
tween poliomyelitis and other diseases Therefore, as the other dis- 
eases are conquered, many of the immunizing antigens of childhood being 
removed, the body is left susceptible to poliomyelitis Patients with 
poliomyelitis suffer markedly different involvements of the nervous 
system and different patterns of paralysis depending on the virulence of 
the virus and the susceptibility'' of the patient Although in practically 
all cases of poliomyelitis there are lesions throughout the bram as well as 
m the spinal cord, there is little permanent damage except to the an- 
terior horn cells 

The paralysis of poliomyelitis is considered flaccid m nature and due 
to actual death or inactivation of motor nerves from the spinal cord to 
the muscle Disturbance' of the medullary sympathetic centers is a 
possible explanation as to why shortening and pain often occur m mus- 
cles which are not paralyzed Shortening occurs in all muscles which' 
have pain regardless of the amount of paralysis present The same a- 
gents which relieve pain also have a beneficial effect on the shortening 
process which indicates a common vasospastic origin of the two pheno- 
mena 

Recovery from the paralysis of poliomyelitis may be divided into 
three phases first, recovery in the spinal cord , second, recovery of the 
peripheral nerves , and third, recovery of the muscles Insofar as 
proved data exists, it appears that recovery in the spinal cord takes 
place within the first two months or not at alL Other changes taking 
place m the cord after this time have been postulated but thus far remain 
entirely hypothetic Such is not true of recovery of peripheral nerves 
and muscles, for thre is much physiologic data indicating that these 
recovery processes may extend for several years 

The recovery of nerves may occur by two processes first, the re- 
growth of axona from nerve cells which have not been killed but from 
which the axons have been destroyed, and second, by an arborization 
of axons which are still present The process of recovery by axonal 
arborization proceed rapidly for the first few months because of mtra- 
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muscular because of aborization at higher levels The recovery m 
poliomyelitis, therefore, docs proceed rapidly for the first few months gnd 
then slowly for several years Happiness and the will to live are usually 
restored to the patient when he has been offered security and his way of 
life has been repatterned not to require the physical abilities which no 
longer e\ist 


(Gu\ Ion Arthur C Department of PJmrm neology. Unhcrsltj of Mississippi: Ilractlon of the 
Bod> to Poliomyelitis nml the Ucco\cr\ Process Archives of Internal Medicine 83:27 January , 
3 040 ) 


MENTAL HEALTH AND INTERNATIONAL TENSIONS 
Members of the UNESCO Conference on World Tensions and the 
International Congress on Mental Health have recently reported deli- 
berations of major significance to world peace The conclusions arc 
based chiefly on the psychiatric premise that human emotions (“human 
nature”) can now be scientifically studied, understood and even changed 
both for the individual and the group Wars are unnecessary and are 
not considered inevitable consequences of human nature Some needs 
are vital to all men these include freedom from disease, insecurity and 
fear Men everywhere desire at the same time fellowship, respect of 
their fellowmen and a chance for personal growth and development 
Inequalities in the use of modern productive power and resources 
were considered partially responsible for economic inequalities, insecuri- 
ties and frustrations which lead to group and national conflict One 
group may be wrongly led to see another group as a menace through 
acceptance of false images and oversimplified solutions Myths, tradi- 
tions, and symbols of national pride handed down from generation to 
generation, plus current social and nationalistic symbols are believed to 
hinder free movement of thought across artificial political boundaries 
of an interdependent world The report suggests that neither continued 
colonial exploitation nor oppression of minorities is compatible with 
world peace * ( 

As general standards of mental health are not universally applicable, 
a universal recommendation for the provision of types and numbers of 
psychiatric hospitals and clinics per unit of population ennnot be made 
now The primary concern of workers in the field of mental health is 
the development of methods for the release of human potentialities in- 
dividually and collectively for the common good 

This newly clarified concept of the modifiability of human nature 
through insight into otherwise unconscious obstructions suggests ways of 
removing obstacles to personal and social development The primary 
factors leading to better mental health are the acquirement by the in- 
dividual of self-knowledge and group social insight Effort m behalf of 
one’s own group can become compatible w ith effort in behalf of humanity 
generally 

(K iltorial Montol lie Uth and International Tensions, Journal of the American Medical Awoclfl 
lion 139:852 Mircli 20 1019 UNESCO Conference on World Tensions — An international Mpltl 
disciplined Group Psjchlatrj 11 :231 233 Auffust 3048 International Congress on Mental Health, 
London, Auiust 19tS Statem nt by International Prepatatorj Commission Psychlntrj 11 : 235* 
201 August, 10t8 ) 

RETROGRADE ARTERIOGRAPHY IN CARDIOVASCULAR 
LESIONS 

In a recent paper by Freeman and Miller, the development of their 
use of retrograde arteriography is shown in the visualization of lesions 
of the aorta and of peripheral vessels Retrograde arteriography has 
been used m 11 patients for visualisation of vascular lesions involving 
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the peripheral arteries, and the abdominal and thoracic aorta Although 
arteriography can best be accomplished by the injection of radio- 
opaque material into the artery proximal to the lesion to be studied, 
occasionally the location of the lesion or its character makes it difficult 
to carry out tins technic 

Under such circumstances, retrograde arteriography may offer a 
method for adequate visualization Attempts at visualization of the 
abdominal aorta have not been successful bv the authors, except in the 
patient in whom the catheter was introduced through a cannula inserted 
into the femoral artery It has been shown by Farinas that to be suc- 
cessful fluroscopically, the injection must first overcome the inertia of 
the blood flou and, second, must overcome the blood pressure Ac- 
cording to this, it may be that injection of a larger quantity of solution 
under higher pressure would have yielded more satisfactory results , 
howerer, the danger of thrombosis at the site of injection is very real, 
Specially where a large needle is inserted into a small artery This 
thrombos*s occurred m three of the 11 patients, although distal ischemia 
was not produced 

With the use of 70 per cent Diodrast, the possibility of serious 
systemic reaction should be considered, especially when there is any 
opportunity for the contrast medium to enter the cerebral circulation 
Retrograde arteriography was successfully used m all but four of the 
11 patients in whom it was difficult or impossible to introduce the radib* 
opaque substance into the artery proximal to the lesion 

(Ffeemm Norm in E ud Sin Fmnolsco Calif* and Miller EarlR Mn Retrograde Arterio- 
Pfflprn In the Diagnosis of Cordlvascular Lesions I Visualization of Aneurysms and Peripheral 
Arteries, Annals of Internal Medicine 30 : *330 February 1010 Farinas PL A New Technique for 
the Artcrfogranhic Examination of the Abdominal Aorta and Its Branches American Journal of Koent 
genology \LV 1 041 1041 ) 

MISCONCEPTION CONCERNING THE Rh FACTOR AND 

INTERRUPTION OF PREGNANCY 

The authors report two cases illustrating the danger of interrupting 
pregnancy in the immunized Rh-negative woman because of the lustory 
of previous erythorblastotic children and the supposed homozygosity 
of her husband The first case showed a rather definite increase and 
qualitative change m antibody titer, which in the minds of many investi- 
gators are indications of active immunization As an anti-d serum was 
not available to the authors, the genotype of the Rh 9 (DcE) husband, in 
reference to the clinically important D antigen, could not be determined 

Although the chances were in favour of another Rh-positive child, 
on the basis of the first Rh-positive child, the second erythroblastotic 
and undoubtedly Rh-positive child and the rising antibody titer, this 
pregnancy terminated to a hve-Rh-negative infant In the second case 
the antibody titer rose and slowly fell during the pregnancy, regaining 
a somewhat higher level six weeks after debvery The husband’s 
genotype was erroneously determined as homozygous , on this basifc, 
as well as on that of the history and the antibody titers, interruption 
of pregnancy was strongly suggested, and sterilization was actually 
carried out Both cases show an increase and a qualitative change in 
Unti-Rh-antibodies, despite an Rh-negative product of conception 

This stimulates closely the phenomenon of nonspecific anamnestic 
reaction Although attention was called to this phenomenon by several 
authors throughout the literature on the RH factor, its existence was 
seriously questioned recently by other investigators, The opinion 
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expressed in this article ascribed such a reaction to “the intrinsic 
inaccuracies of titration methods ” However, m the cases reported here 
the titrations were checked by multiple methods and the height of the 
titers almost preclude gross error 

In each case physicians favoured interruption of the pregnancy, an 
opmion based on serologic date In the second case the authors neglect- 
ed to check the anti-c reaction of the husband at an early date Had 
this been done, confusion by an erroneous laboratory report could have 
been avoided Cautious interpretation and careful recheck of the sero- 
logic results m all cases of Kh sensitization, and particularly m those in- 
volving the zygostity of the husband, are urged 

(Kendlg Kdt\lnL Jr Richmond Va , and V aller RobertK A Misconception Concerning Hie 
Rh Factor and the Interruption of Pregnancy American Journal of Diseases of Children 76 080 602 
December, 1048 ) 

AMINO ACID AND ENERGY UTILIZATION 

Simultaneous nitrogen balance and energy metabolism studies were 
conducted by the authors on adult rate receiving ammo acid mixture 
m a diet otherwise very low m nitrogen Each ammo acid diet period 
was preceded by a 7-day depletion period m which an isoclaric N-free 
diet was fed The diets were administered by stomach tube twice daily 
in order to insure equal intake by every animal every day 

Resting energy metabolism determinations were made during a 
10-hour period on the last day of the ammo acid diet and again two days 
later after a fast of 86 hours The difference between these rates was 
taken as representing the specific dynamic action of the diet. When a 
“complete” ammo acid mixture simulating whole egg protein was fed 
the N balance index was invariably greater than unity. The N require- 
ment for maintenance on this ammo acid mixture averaged 162 mg 
N/day/kg8/4 

In six experiments with two groups of rats the maintenance N 
requirement proved a more consistent characteristic of the ammo 
acid mixture than the N blance index Reducing the DL-isoleucme to 
one-third the quantity in the “complete” ammo acid mixture caused a 
decrease m N balance index, an increase m maintenance N requirement 
to 212 mg N/day/kg8/4, and an increase in specific dynamic action of 
3 Cal /day /rat A similar reduction in DL-methionme caused a decrease 
of N balance index to about half an increase of maintenance N require- 
ment to 823 mg N/day/kg3/4 but no significant change in specific dyna- 
mic action Reduction of DL-\ aline to one- third the quantity in the 
“complete” ammo acid mixture caused no significant change m either N 
utilization or energy metabolism - « 

Substituting glycine for glutamic acid caused no significant change 
m N balance index mamtenance N requirement or specific dynamic 
action Reducing the quantity of an essential ammo acid will, if 
carried far enough, lead to decreased efficiency of utilization of N (de- 
creased N blance mdex and increased mamtenance N requirement), 
and probably to a parallel decrease in efficiency of energy utihzatioa 
(increased specific dynamic action) Such a decrease in efficiency of 
N utilization was found when either isoleucme or methionine was re-, 
duced to one-third The corresponding decrease m efficency of energy 
utilization w as found only in the case of the low r isoleucme diet 

(Anderson Joseph T Rochester Nen lorl on(I Nnsset F S Nitrogen Balance Index and 
Specific Dynamic Action in Rats Receiving Amino Acid Mixture* Low In I so leucine Methionlne'or 
Valine Journal of Nutrition 36 703-720 December, 1046 Dr, Andepsop is associated 
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Department of P)iv»Iologj nnd Vital Economics, School of Afedlclne nnd Denliatrv, Unl\ ersih of 
rtorheater ) 

EPINEPHRINE SHOCK 

A case of pheochromocytoma which terminated fatally after 
“epinephrine shock’’ was recently reported in an article by Ferraro and 
Angle Although the clinical syndrome associated with pheoehromo- 
cytonia of the adrenal gland is well recognised, in some instances, medi- 
cal aid is not sought until the terminal fulminating episode, during which 
the patient may present a variety of symptoms which tax the ingenuity 
of the most astute diagnostician Such was the nature of the case 
presented 

A 82-vear old soldier, assigned to duty in India, became suddenly 
ill with complaints of palpitation, dyspnea, epigastric pain, nausea and 
vomiting Se\eral hours later, lie appeared pale and drenched 
with perspiration The epigastric pam persisted, but was alleviated 
somewhat by changing postitions The temperature was 100 2°F , 
the pulse rate 120 diastolic Widely dilated pupils were observed which 
reacted sluggishly to light There were moist rales through the lower 
lobes of both lungs The heart rate was rapid and regular A mottled 
cyanosis of the extremities was conspicuous Abdominal examination 
revealed nothing significant 

On his admission to the hospital, 0 082 Gm of morphine sulfate 
w as administered hypodermically, external heat applied to the body and 
oxygen therapy was instituted continuously By 7 P M the day the 
temperature reached 104 2°F and the pulse rate barely perceptible, 
156 In view of the unexplained temperature, 50,000 units of penicillin 
urns administered However, shallow respirations, progressive cyanosis 
and a temperature of 106 4 developed Death occurred 14 hours after 
the onset of his symptoms 

The laboratory data were as follows The red blood cell count was 
6,800,000 and the white blood cell count 20,000 with 82 per cent poly- 
morphonuclear cells, 8 per cent lymphocytes and 10 per cent monocytes 
The electrocardiograph showed a rate of 122 and a QRS wave 
of 0 08 seconds The QRS wave was interpreted as indicating 
left axis deviation and sinus tachycardai Autopsy revealed that a 
large encapsulated tumour conspicuously occupied the position of the 
left adrenal gland and measured 7 by 5 by 4 cm It weighed 70 Gm, 
Microscopic examination revealed a diffuse proliferation of normal- 
appearing chromaffin cells surrounded by a delicate fibrous stroma in 
which occasional dilated capillaries were noted The syndrone during 
an “epinephrine crisis” was thought to result from an abnormal release of 
epinephrine into the general circulation In new of the paroxysmal 
nature of these attacks, it was assumed that during the interim state of 
well being the release mechanism is held m abeyance 

(Ferraro Louis R m d Poughakceple N Y and Angle Robert G m d Pheochromoc>iomn 
with Symptom* of Eplhephrlne Shock Archieve* of lateral Medicine 8J 703 708 June, 1048 ) 

SILENT GALLSTONE A 10 TO 20-YEAR FOLLOW-UP 
STUDY OF 112 CASES 

Since the advent of cholecystography, the problem of the silent 
gallstone has become an increasingly important one, several pertinent 
questions are being asked How often are gallstones silent and how 
often is the physician confronted with the problem of the silent gall- 
stone? What-' advice should be given to the patient who has Silent 
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gallstones ? Should he be told to undergo cholecystectomy or should 
he be told to await development of dyspepsia or colic before submitting 
to surgical treatment ? Should he be urged to undergo cholecystectomy 
after the first attack of colic or after several attacks have occurred ? 

Reviewing the literature, Comfort and his associates found wide 
divergence of opinion and a lack of accurate data on the problem of the 
silent gallstone In the hope of supplying some of the data not now 
available but necessary for decision regarding treatment of the silent 
gallstone, a long-term follow-up study of all cases in which gallstones 
were found incidentally during the course of some other abdominal 
operations at the Mayo Clime was carried out 

The records of 998 such Cases occurring from 1925 through 1984 
were reviewed Approximately one-half of these were discarded as 
unsuitable for long-term follow-up because the operation had been for 
cancer Many others, including those with duodenal ulcer, were dis- 
( nrded because some of the abdominal symptoms might have been due 
lo the cholelithiasis Follow-up letters were sent to 184 persons. 
Replies were received from 115 Each patient was asked if indigestion 
or colic had preceded the discovery of the gallstones and several replied 
that symptoms had been present, so that these, too, were discarded 
Finally, 112 cases were considered suitable for study The average 
age of the 112 patients was 84 2 years when the gallstones were 
discovered 

It was found that in 01 coses symptoms did not develop In the 
51 cases m which symptoms occurred, 80 patients complained only of 
dyspepsia and 21 experienced painful seizures Five of the 21 patients 
experiencing painful seizures also had jaundice ) 

Cholecystectomy may be advised but need not be urged, if the 
patient prefers to accept the chance of experiencing painful seizures or 
the increased risk of surgical treatment m the cyent the complication 
of calculous disease of the biliary tract appears 

Many patients will prefer to have gallstones removed m order to 
eliminate the threat of painful seizures or severe Complications Others, 
knowing the higher risk of surgical intervention should complications 
develop, will prefer to take the chance that no symptoms Will develop. 
Surgical treatment of the silent gallstone may be classified as optional 
pr elective surgery, but surgical intervention should not be postponed 
after symptoms, and more especially after attacks or colic, appear 

(Comfort M \\ , llaclimter, Minn , Graj , H K nnd Wilson J Ml Anmlj of Surgtrj lit I 
ini 1)17 November, 1048 The authors are connected with the Div Isions of Medicine nnd of Surgen , 
Mnvo Clinic Uoohester ) 

CARCINOMA OF THE STOMAGH ' 

Moore and Ins associates direct attention »to Schindler’s belief that 
the prognosis nnd perhaps the advisability of any therapeutic procedure 
for carcinoma of the stomach may be bnsed upon the Borrmann type 
of the tumor Borrmann separated the gastric carcinomas into four 
gross types I, sharply demarcated polypoid carcinomas , fl, sharply 
demarcated ulcerated carcinomas , III, partly infiltrating carcihomas , 
IV, diffusely infiltrating carcinomas Combining types I and II as 
“limited” nnd types III and TV ns “infiltrative ” groups, Schindler 
noted that there v as a much higher resectability rate and lower mortality 
rate for the former group On the basis of an analysis of 289 cases 
Schindler behe\ ed that the patient w ith a limited tumor has a 10 to 18 
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times greater chance of a three-year cure than has the patient with an 
infiltrative tumor, and that for the latter no five-year-cure appears 
possible On the basis of his data, Sclnndeler questioned the advisability 
of resection of infiltrative tumors 

Since this challenges the belief that as many carcinomas as possible 
should be resected, the authors decided to review the records of patients 
treated at their clinic with special reference to Borrmann types <3f 
tumors In the period 1938 to 1948, inclusive, the diagnosis gastric 
carcinoma was made in 842 patients and m 177 of these gastric resection 
was done 

On the basis of their analysis they arrive at the conclusion that the 
presence or absence of demonstrable metastases m regional nodes among 
patients subjected to gastric resection for carcinoma has a greater 
prognostic value than does the Borrmann type of the tumor 

The Borrmann type affects the prognosis of groups of cases to the 
extent that the limited tumors provide a proportionately large number 
of patients free of metastases while the infiltrating tumors which ate 
more numerous are more hkely to have metastasized 

The presence or absence of metastases cannot be accurately deter- 
mined preoperatively and no patient should be denied operation because 
of the type of tumor he may be determined to have 

.(Moore G E Minneapolis, Minn State D Hebbel, R and Treloar A E it Surgery Gyne 
colqgy and Obstetrics 87 i 518 518 No\ ember, 1048 The authors ore connected with the Department 
of Surgery, Pathology and Dlostathtlcs Unl\erglt} of Minnesota Medical School ) 

SURGICAL TREATMENT AND THE PHYSIOPATHOLOGY 
OF COARCTATION OF THE AORTA 

According to Bmg and his co-workers coarctation of the aorta belongs 
to the group of congenital cardiovascular malformations m which 
arteriovenous shunts are absent, and m which there is no cyanosis 
Diagnosis is not difficult in most cases if one recalls that there is usually 
hypertension m the upper part of the body and hypotension below 
Twere is usually evidence of increased collaceral arterial pathways m 
the upper part of the body, absence or suppression of arterial pulsations 
in the lower extremities, and notching of the ribs m the older patients 
A systolic murmur may be present The stenosis or atresia can usually 
l?„e, yisuahzed by angiocardiography The complications associated 
with severe coarctation include those accompanying hypertension 
due to other causes 

The authors review observations on 28 patients who were operated 
on for coarctation of the-aorta Thirteen of the patients were 20 years 
of age or above, while 10 were younger An anastomosis was completed 
m 21 cases of the 22 in which it- was attempted In 17 cases the stenosis 
was resected and an anastomosis of the proximal and distal ends of the 
abrta was performed In four cases in which the proximal segment 
of the aorta was too short for end-to-end suture, , the left subclavian 
artery was used to by-pass the stenosis There were three deaths, 
including one in a child who had multiple congenital defects which had 
been recognized preoperatively 

« Physiologic investigations disclosed no significant deviation of the 
cardiac output from normal Blood flows through the arm, which 
were elevated before operation, fell following surgery The blood 
flqw through the leg rose postoperatively Hypertension in the upper 
part of the body and hypotension m the legs were observed preopera- 
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tively After operation, these pressures tended to equalize Analysis 
of the physiologic data indicated no generalized elevation of peripheral 
vascular resistance It is probable, therefore, that the hypertension in 
coarctation of the aorta is not attributable to a renal pressor mechanism, 
but is due to the resistance of the stenosis and collaterals! 

(Bins R J BsUimare Md Handelsmin J C Campbell J A Grlnrold H E nnd Blalock. A 
Annals of Surgery 128 803 824 October, 1048 The authors are conuected with the Department of 

Surgerj of the Johns Hopkins Unhersltj nnd Johns Hopkins Hospltalj ) 

DISCONTINUOUS THERAPY WITH PENICILLIN 

The authors made a study of the therapeutic effectiveness of dis- 
continuous penicillin therapy, consisting of one or two daily doses of 
penicillin in aqueous solution Since March, 1947, this dosage schedule 
has been used in the treatment of 125 patients with various acute 
infections, including 44 patients with pneumococci pneumonia From 
observations thus far made, it appears that this treatment regimen 
provides entirely satisfactory therapy for the great majority of penicillin- 
susceptible infections It should be emphasized, however, that such 
discontinuous therapy presumably would be inadequate m the treatment 
of serious staphylococcic infections, bacterial endocarditis and "certain 
other rarely encountered infections which usually require large quantities 
of penicillin 

Moreover, on theoretical grounds, it is possible that discontinuous 
penicillin therapy might not be the equal of intensive continuous therapy 
in the prevention of nonsupporative complications of group A hemolytic 
streptococcic infections Finally, it should be emphasized that, from 
the observations m two patients with prieiimococcic meningitis, the 
possibility is suggested that certain suppurative complications which 
occur m patients receiving continuous treatment may occur ihhre 
frequently if discontinuous treatment is employed 

Nevertheless, the clinical results observed m the treatment of 
pneumococcic pneumonia and other frequently encountered infections 
indicate that highly effective penicillin treatment may be provided by 
discontinuous therapy without the rigid restrictions imposed by con- 
ventional dosage schedules and dosage forms, which are based on the 
concept that continuous levels of drug m the body are required More 
extensive clinical trial is necessary, however, to obtain a precise evalua- 
tion of the comparative value and the limitations of discontinuous 
therapy 

(Tompsett, Ralph ct nl Cornell Unhcrsltj Medical College, New ^ork N ^ * Discontinuous 
Therap> with Penicillin Journal of the American Medical Association 139 : 555 5CO February 1 040 ) 

UNDECYLENIC ACID GIVEN ORALLY IN PSORIASIS AND 
NEURODERMATITIS 

Perlman presents a preliminary report on a series of 17 patients 
with chronic psoriasis, both localized and generalized, who were given 
gradually increased doses of undecylenic acid by mouth for varying 
periods of time, with definite improvement in the psoriasis characterized 
by a disappearance of the psoriatic lesions, a permanent relief of the 
itching complained of and, m several instances, associated with -arthro- 
pathies, a definite disappearance or improvement in the joint pains 

A series of eight patients with neurodermatitis w r ere treated with 
undecylenic acid by mouth for varying periods of time, with improve*- 
ment or disappearance of the lesions and itching Definite claims fot 
undecylenic acid cannot be made from the comparatively small number 
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of patients studied at tins time However, undecylenic acid seems to 
hold a great deal of promise in the improvement and possible prevention 
of recurrences of psoriasis and neurodermatitis It is hoped that this 
study will stimulate research, clinical and scientific, on undecylenic 
and other unsaturatcd fatty acids, m all phases Under no circumstances 
should it be accepted at tins time as the most effectne and only 
treatment 

(Perlman Ilcnrx II Philadelphia Pn Undecylenic Acid Gh cn Orally in Psoriasis and Neuro 
dcrmalitfi Joumnl of the American Medical Association 139 444-447 February 1040 ) 

HEROIN, DEMEROL, AND HYOSCINE IN LABOUR 

Three routines of medication were adopted by the authors oil 300 
patients m the first stage of labor The patients were divided into three 
groups of 100 each Group “A” received Heroin gr 1/8 and hyoscine 
gr 1/150 wdien patient begins to mind her pains Hyoscine gr 1/150 
in one hour, and then gr 1/800 q 2-3h , prn Group “B” received 
Denterol 100 mgm arid hyoscine gr 1/150, when patient begins to mind 
her pains Hyoscine gr 1/150 in one hour, and then gr 1/800 q 2-8h , 
prn Group “C” received Demerol 100 mgm and hyoscine gr 1/150 
when patient begins to mmd her pains Demerol 100 mgm in one 
hom*, and then 100 mgm q 2-8h , prn 

, Of 'the three routines described, the heroin-hyoscme group proved 
to, be the most effective from the standpoint of analgesia and amnesia 
In many instances the authors felt that they probably could have 
repeated the heroin, in a smaller dosage, without any undue risk to the 
baby Heroin and hyoscine, repeating the hyoscine, should not be 
used except in a hospital with adequate nursing supervision, because 
of the excitement, restlessness, and irrational behaviordt may produce 

The authors state that demerol had no depressant effect on the 
fetus Statistically, in the three routines described, there was no 
significant difference in the percentage of asphyxiated babies However, 
the trend was> towards more cases of asphyxia m the routine of deifterol- 
hyoseme where the demerol was repeated The authors suggest that 
the variable factors wduch may enter into the production of asphyxia 
neonatorum and are difficult to measure, such as the trauma of labor, 
and the final anesthetic, mild degrees of dystocia, and susceptibility 
to the drugs administered, may be more important than the timing' of 
the 'drugs administered for sedation There were no maternal or fetal 
deaths m this senes which could be directly attributed to the medication 
used > r - 

(Davlj M it Dalhousfc ifnh ersUj Halifax, N S and Tapper W R, C Heroin Pemcrol 
and Hyoscine In Labour Canadian Medical Association Journal oO 118 119 February 1949 ) 

STUDIES ON SURVIVAL OF INFLUENZA VIRUS 

Accordmg to the author, a search for influenza virus in an institu- 
tional population durmg the fall, winter, and spring months revealed 
the presence of virus in the throats of symptomless persons 82 days 
preceding a clinically manifest "epidemic and during the epidemic but 
not on other occasions All but one strain isolated from influenza 
suspects in 1947 and 1948, as well as the strains isolated from the throats 
of symptomless persons shortly preceding and during the epidemic of 
1947, are antigenically similar They are also antigemcally related to 
a strain (CAM) isolated m Australia in February, 1946 
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While they may be regarded as belonging to type A influenza 
virus, they differ markedly from PR8 and A type virus isolated m 1943 
There was no significant difference m the influenza attack rate among 
persons vaccinated with a commercial A and B type influenza vaccine 
four months preceding an institutional epidemic m 1947 than among 
those who were not vaccinated Reference is made to a respiratory 
virus strain isolated m 1947 which appears to be antigemcally unique 

(Ta\lor It M The Rockefeller Foundation >*ew'iork,N ^ r Studies on Survival of Influenra 
Virus Between Epidemic and Antigenic Variants of the Virus A mericarr Journal of Public* Health 30 j 
171 178 February 1949 ) 

ESTROGENIC AND ANDROGENIC SMEARS AND FETAL 
SEX 

Data is presented on a series of 89 pregnant women in whom vaginal 
smears were taken at various Stages of pregnancy Desquamated cells 
from the vaginal epithelium were obtained by insertion of a cotton 
appheator into the vault of the vagina The staining procedure 
employed by these investigators was that of hematoxylin and carmine 
for the additional evaluation of glycogen The normal vaginal smear 
changes during the course of pregnancy are presented 

Increased cormfication without mucification was encountered m 
only six cases Three of these soon thereafter threatened to abort 
Specific estrogenic and androgenic smears are described and their 
significance and correlation to the fetal sex are discussed The cytolytic 
smear consists of an increased number of Doderlem bacilli and complete 
destruction of cellular cytoplasm with intact nuclei and is believed to 
accompany high estrogen activity This type of smear is associated 
with a female fetus The mucoid eormfied smear is the usual typical 
androgenic smear and is characterized by eormfied cells with abundant 
mucoid material 

The glycolytic type, with extracellular glycogen and intracellular 
glyopema, is a very rare androgenic smear Such smears are associated 
with a male fetus The extremely low incidence of specific smears 
during pregnancy limits the value of the vaginal smear method as a 
means for sex determination The results, however, indicate that the 
maternal hormone levels change m accordance with the fetal sex The 
source of the particular increased hormone is probably the fetus itself 
and the cases which either fail to show these specific changes or giv e 
errors may be explained by the fact that the maternal hormones may 
mask those of the fetus 

(Mebunjs, II E Augusta Ga and Greenblatt Robert B Specific Estrogenic and Androfenlc 
Sm*ar* in Relation to the Fetal Sex during Pregnancy American Journal of Obstetrics and Gyne 
coJog\ 57 856 863 February, JD49 ) 
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INTRACRANIAL TUBERCULOMATA* 

*>> 

A E DeSa, frm ( t.ns ) 

lv E M Hospital and Jcrbal Wad In Hospital for Children, BOMBAY 

In spite of the frequency with which tuberculosis attacks the brain 
and its coverings tuberculomata constitute a small and declining per- 
centage of all intracranial tumours, in the economically advanced and 
■well nourished countries of Europe and North America 

Van Wagenen 111 a study of 1,000 verified cases of intracranial 
tumours m Cushing’s clinic (upto 1927) found 14 cases of intracranial 
tuberculomata — an incidence of 1 4% None of these lesions was calci- 
fied Cushing himself, in a subsequent analysis of 2,000 cases, placed 
the incidence at 2% That this state of affairs did not always prevail 
in Europe is obvious from the writings of the older clinicians who esti- 
mated the incidence of tuberculomata at nearly 20% of all intracranial 
neoplasms This decreased incidence must be correlated w ith improved 
health standards and the striking decrease of tuberculosis in general as 
compared with conditions that prevailed m Europe fifty years ago 

It is not surprising therefore that most of the current literature on 
intracranial tuberculoma comes out of the South American Republics 
where living conditions and health standards are demonstrably poorer 
than they are in the United States It is the puqiose of this paper to 
indicate that w r e have, m our country a fairly high incidence of intra- 
cranial tuberculomata which are missed or submerged in the clinical 
picture of tuberculous meningitis 

It is possible that the incidence of the disease 111 a highly industrialis- 
ed city like Bombay, with its overcrowding, insanitary conditions, 
nutritional poverty and the possibility of tuberculous infection, is not a 
representative cross section of conditions 111 the country as a whole 
In this regard, the autopsy findings of Garland and Armitage at Leeds 
are interesting In a series of 18,000 autopsies, they found 89 cases of 
intracranial tuberculomata Only two of these 89 eases, show ed e\ idence 
of calcification 

Mode of Infection Intracranial tuberculosis is always secondary 
to an extracranial focus — which may be inactive or extinct Three 
possible modes of spread have been postulated 

* V jmper read nt the 00th meeting of the Seth G S Medical College and K L M Hospital 
Staff Society held on 12 th March 104D,~wJth Dr A V Ballga in the chair 
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(1) by conUnguity as from tuberculous osteomyelitis of the skull 
or primary tuberculous mastoiditis 

(2) by perineural lymphatics accompanying the cranial nerves from 
the nasal and pharyngeal cavities to the cranial meninges This view 
has never been adequately substantiated 

(3) by the blood stream from a solitary focus in the lungs or medias- 
tinal lymph nodes, or from generalised tuberculous foci 

This view' fits in with the accepted view' of the origin of tuberculous 
meningitis The presence of tubercles of varying sizes in the brain, 
suggests a series of vascular “showers”, and their presence m clusters 
around the branches of the middle cerebral artery lend colour to this 
conception It does not appear at autopsy upon these cases, that there 
has been a concentric spread from a primary focus, as when leptomenin- 
gitis follows surgical interference upon a gross tuberculoma This idea 
of vascular spread has been eleborated by Stefan Engel w r ho m a critical 
microscopic study of the choroid plexus in tuberculous meningitis has 
shown how the villous process of the infected plexus expand into club 
shaped processes, shed their epithelium and finally fragment into and 
contaminate, the fluid pathways of the brain 

PATHOLOG1 

The pathological characteristics of tuberculosis in the biain are 
similar to those of tuberculosis in other organs, but it is worth remem- 
bering that the tuberculous granuloma is a product of the mesodermal 
tissues, the meninges, the vascular tree and the microglia The nervous 
tissue and the true neuroglia are destroyed by the advancing tubercu- 
lous lesion Tuberculomata are necrotising rather than expanding 
lesions, and hence signs of increased intracranial tension are often con- 
spicuous by their absence, unless the lesion, by virtue of its location, 
interferes directly with the flow of cerebro spinal fluid 

A great i anety of tuberculous lesions of the brain have been des- 
cribed — both focal and diffuse, but the tuberculoma which is a focal 
tuberculous lesion consisting of masses of tuberculous granulation tissue, 
has to be distinguished from the true tuberclous brain abscess which 
resembles m most particulars, the common pyogenic abscess of the 
brain 

It is an odd fact that true caseation is practically never found m 
brain tuberculomata There is invariably a solid centre even where the 
connective tissue response around the tuberculoma is negligible or 
absent In three of our series of seven cases that were autopsied, the 
centre was uniformly firm 

It is possible that many tuberculomata of the brain escape detcc 
tion at autopsy, because so many of them are asymptomatic during life, 
and the pathologist is reluctant to carry out a detailed examination of 
the brain at autopsy unless the clinical symptoms during life have 
pointed to the brain as the probable seat of the disease, and because so 
may tuberculomata may elude any but the most painstaking search 

Lewison, Freilich and Ragms found 20 cases of tuberculoma of the 
brain m the autopsy material of the Cook County' Hospital, 11 of which 
had not even been suspected during life , only 2 of these 20 cases had 
given rise to symptoms suggestive of an intracranial lesion Garland 
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mid Arnntagc me of the opinion that 75% of intracranial tuberculomata 
are silent till meningitis supervenes 

Location — Intrn encephalic tuberculomas have a predilection for 
the cerebral and cerebellar cortex, though they may be found m any and 
every part of the brain 

Scott and Grn\ cs m a study of 815 pro\en eases of intracranial 
tuberculomata showed that they occur as frequently in the posterior 
cranial fossa as m the entire supratentorial region, and that they he in 
contact with the surface of the cerebral convexities in a bare 20% of 
cases In two- thirds of the total number of cases, but a single tuber- 
culoma was found 

An interesting development m the life history of an intracranial 
tuberculoma from the diagnostic and prognostic poults of \ lew, is the 
occurrence of calcification Calcification m a tuberculoma implies a 
high degree of tissue resistance and a more or less successful effort on the 
part of the body to heal the tuberculoma Such lesions are necessarily 
of great chromcity and calcified tuberculomata have been known to exist 
for periods \arymg from four to sixty years Calcification is a rare 
development in intracranial tuberculoma Scott and Graves in the 
series already mentioned, found only 11 instances of calcification (1 8%) 
Weinberger and Grant in stressing the infrequency of the condition, 
state that only 19 verified cases of calcification in intracranial tubercu- 
lomata, had been reported till the end of 1912 Evans and Courville 
found evidence of calcification in 3 out of the 48 cases of brain tubercu- 
loma that they studied (6 6%) Pancoast and co authors found no 
verified cases of calcified intracranial tuberculoma in the material of the 
University of Pennsyh ama They believe that the lack of routine 
x-rays of the skull of tuberculous patient does not permit of a true 
estimate of their incidence 

Chart showing Incidence of Calcification in intraci uniat Tubciculoma 
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No calcified intracranial tuberculoma in the 
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The two instances of calcification in our series of seven cases are 
ail indication of the high tissue resistance to tuberculosis that Indian 
children display, and have an indirect bearing upon the line of treatment 
that, m*my opinion should be adopted in these cases 

Calcification, must not be too readily accepted as conclusive evi- 
dence of healing of the tuberculoma, because cases of fatal tuberculous 
meningitis have been described as spervening upon calcified tubercu- 
lomata Other causes of death in calcified tuberculomata are internal 
hydrocephalus Addison’s disease and pulmonary tuberculosis 
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Broadly speak mg, the quiescence of calcified tuberculomas is 
examphfied by the long survival of some of these cases (over 60 years in 
one authentic case), and of the eighteen cases collected by Evans and 
Courville six were alive for periods varying from 7\ toll years after the 
diagnosis had been established 

Calcified tuberculomata are commonly formed in the cerebral 
hemispheres Because of the multiple m-foldmgs of the pia in the 
cerebellar folia, there is closer contact between cerebellar tuberulomata 
and the leptomeninges Tuberculous meningitis is consequent!) an 
early and lethal complication in tuberculomata of the cerebellum and 
calcification of the tuberculoma is more or less effectively precluded 

Symtomatology — From the point of view of symptoms, these cases 
fall naturally into two broad groups, those m which the tuberculomas 
are small, multiple and diffuse and where the symptoms are those of 
tuberculous meningitis, and those m winch there are one or two tubercu- 
lomas and the symptoms are localising in character like those of a 
brain tumour, or merely indicative of increased intracranial tension 

In the first group of cases, the presence of the tuberculomas mav 
never be suspected, because tuberculous meningitis can produce focal 
signs by invasion of the brain substance 

A critical study of the factors determining which of these two syn- 
dromes wall develop m any given ease has been undertaken by Jaffe and 
Schultz in an examination of the extracranial tuberculous foci associated 
with tuberculomas of the bram Their conclusions which have been 
confirmed by the findings of Buchstem and Adson are that tuberculomas 
producing symptoms of cerebral tumour occur at all ages and m persons 
w ho have but a single extracranial focus in the lungs or associated lymph 
nodes On the other hand, tuberculomas that are associated with the 
clinical picture of meningitis occur predominantly in the younger age 
groups and as part of generalised tuberculosis 

With the calcified intracranial tuberculomata, however, extra- 
cranial foci of tuberculosis are not lm ariably present In this connec- 
tion the report of Garland and Armitage prei lously referred to, in w Inch 
an cxtracranml tuberculous focus was found m e\ er) one of the 80 cases 
of intracranial tuberculoma studied, is revealing 

The symptoms may be divided into focal, local and constitutional 
The focal symptoms depend upon the anatomical location of the disease 
As the cortical portion of the hemispheres is usually lm olved, convulsn e, 
seizures, paresis or paralysis on the contralateral side often occur 
J Purdon Martin has described fits winch resembled “petit mal” Four 
of our series of cases gave a history of “fits” which varied from simple 
twitchmgs of an extremity to clonic convulsions involving one half of the 
whole body If the sensory cortex is involved, loss of sensation and 
astereognosis may occur , this happened in one of the cases detailed 
below With cerebellar tuberculomata, the cerebellar signs predominate 
As we w'ere dealing m our senes wuth quite small children (average age 
3 1 years), it was not always possible to say with certainty whether cere- 
bellar signs were present or not In one case m this series, encephalo- 
graphv was followed by a convulsive seizure, and the patient remained 
in a position of opisthotonos for over fi\ e minutes, confirming the radio 
logical diagnosis of a tumour of the vermis of the cerebellum 
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Though the local symptoms of increased intracranial tension, 
headache and \omitmg, are believed to be of late and infrequent oc- 
currence, four of our series of cases came in for headache as the 
principal symptom, and three for what appeared to be causeless vomit- 
ing Among the presenting symptoms in the seven cases here considered 
were 

Paralysis 

Fits 

Ataxia 

Papilloedcma 

Palloi of temporal half of optic disc 

Pyrexia was a feature of even,’ case at some 
course of the illness 

Tv o cases not included in this senes were admitted with a diagnosis 
of “cerebral tumotir” and whde under observation m the wards, develop- 
ed the full-blown picture of tuberculous meningitis 

Extracranial Tubci (ulous Foci — Being aware of the great frequenev 
of intracranial tuberculomata in children, we have made it a point to 
X’Ray the lungs m every case suspected of an intracranial tumour 
Of the seven cases, one child had bilateral infiltration of the lungs, 
bilateral tuberculous cervical nodes (proved by biopsy) and tuberculous 
nodes m the abdomen 

Another child m this senes had cutaneous tuberculosis, tuberculous 
axillary nodes, tuberculous arthritis of the elbow and tuberculous 
osteomyelitis of the skull 

Accessory Examinations — So important is an accurate etiological 
diagnosis as between intracranial tuberculoma and intracranial tumour 
from the point of view of prognosis as well as treatment, and so notorious 
is its infrequency, that we have cast about for some biochemical test on 
which an unequivocal diagnosis of intracranial tuberculoma could square- 
ly rest We have noted exacerbations m the natural history of intra- 
cranial tubercuomata, which coincide with a clinical picture of neck 
rigidity, headache and temperature These phases probably represent 
a temporary contamination of the fluid pathways of the brain by a 
spillage of tuberculous material 

Repeated examinations of the cerebro spinal fluid m some of these 
cases (proteins, chlorides, cells, tubercle bacilli) m the hope that we 
might have the good fortune to “catch the lesion” during one of these 
spillages have not been rewarded 

We have not noted any significant alteration in the cellular or 
chemical composition of the cerebro spinal fluid of our cases 

Examination of the fundus oculi for the presence of choroidal tubercles 
is an important link in the chain of diagnosis, concerning the nature 
of a space occpying lesion in the brain One of our colleagues at B J 
Hospital for Children has been able to demonstrate to our satisfaction 
the presence of choroidal tubercles in two cases where diagnosis la-\ 
between an intracranial tumour and intracranial tuberculoma In this 
connection, one must stress the importance of a prolonged and of pains- 
taking search by a competent fundoscopist Recent authorities hai c 


4 cases 

2 cases (one after 
encephalogram) 

1 case 

2 cases 
1 case 

time or other in the 
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gone so far as to say that a minimum of half an hour’s examination is 
necessary before the presence of choroidal tubercles can be ruled out 

Diagnosis — In spite of careful general examination and the mar- 
shalling of all necessary laboratory and ophthalmoscopic aids, it is 
unusual for a correct diagnosis to be made before operation or autopsy 

In twelve of Garland and Armitage’s cases, a diagnosis of brain- 
tumour was made and in only one case, was a tuberculoma as much ns 
suspected 

Dandy behe\ ed that the basis for the diagnosis of an intracranial 
tuberculoma is the presence of tuberculosis elsewhere m the body 
The presence of tuberculous lymphadenitis, pulmonary tuberculosis or 
tuberculous peritonitis, might furnish important clues to the correct 
diagnosis 

Roentgenograms — There are no pathognomonic signs of intracranial 
tuberculoma, though the consequences of a space occupying intracranial 
lesion may be manifested by the usual signs of raised intracranial tension 
(open fontanclles, wide sutures, silver-beaten appearance, erosion 
of clinoid processes) 

If calcification occurs, the typical appearance is an irregular, broken 
calcareous shell The calcified shndows may be multiple, lobulated 
and irregular These irregularities can be explained only by periodic 
recrudescence of activity m the tuberculoma, with local extension of 
the disease process 

The margins of a calcified tuberculoma arc usually sharply defined 
and the edges serrated The densest portion of the clacified mass is 
usually at the periphery Since the cortext is the site of choice for most 
tuberculomata these calcified shadows are commonly seen near the inner 
table of the skull But as the distribution of cortical substance ex- 
tends oyer the mesial aspect of the hemispheres and the base of the brain, 
the shadows may make their appearance at a great distance from the 
inner table of the skull 

In brief it must be borne m mind that these radiological data are 
not diagnostic, and that the identity of the shadows must be finally 
established by correlation wuth clinical data 

Cerebral Pneumogi aphy — This procedure has the same ralue as it 
has in cerebral tumour — as indicating any deformation or non-filling of 
the ventricular system 

I have noticed that the cortical subarachnoid space fails to fill with 
air m the neighbourhood of a tuberculous granuloma I suggest that 
this might serve as a valuable distinguishing point between a cerebral 
tumour and cerebral tuberculoma For whereas intracranial tuber- 
lomas tend to cortical localisation and can by their nature infiltrate 
mto the subarachnoid space, neither this localisation nor behanour is 
typical of the common supratentorial tumours The only tumour that 
is known to invade and infiltrate the meninges is the medulloblastoma, 
but as its localisation is the posterior cranial fossa, and its natural history 
is brief and lethal, diagnostic cofusion is unhheh to arise 
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A brief resume of the seven cases here analysed is presented 


Name 


Presenting Symptom* Site 


Con/irmahon By 


1 RANI (Fig I) 

2 SITARAM 

3 M AND AKIN r 

(big II) 

4 IJAA A 


5 NAIINI 


Ilcadnchc loss of power 
Intention tremors 

Headache, smiting 

Headache vomiting ataxia 

Tits hemiplegia T B ulna 
hilar glands enlarged, cutn 
ncous tuberculosis 

Hemiplepln hjdrocepliolus 
tuberculous hllnr nodes and 
cervical nodes 


0 CIIANDRAKAXT Fits Itcmlparcsl* 
(Figs III \ ) 

7 MANDAKINI Headache \omltIng 


Pnrietnl Operation X Rn> 

(CallcIHcntlon) 

Tempo ro-SphenoI dal Post mortem 
VcrmI* of Cerebellum Post mortem 


Parietal Collateral clinical 

ev idencc 

Cerebellar Collateral clinical 

ev Idence 


Peduncular 

Cerebellar 


X Ba> (Cnlldfication) 
Accesson F\ Idencc 

Operation 


Case 4 — is still alne — 1 year after diagnosis of the intracranial 
condition The hemiplegia is recovering under intensne physical 
therapy and massage 

Case 6 —has been losl trace of, though lie was followed up for three 
months 

Case 7 — died of tuberculous meningitis one year after cerebellar 
decompression 

TREATMENT 

There has been a recent revival of interest in intracranial tubercu- 
lomas as a neuro surgical problem from the success that has attended 
radical surgery m selected cases 

Briefly expressed the treatment may be conservative or operative 
Operation may be radical or undertaken merely as a palliative measure 
The first attempt at radical exterpation of an intracranial tuberculoma 
was undertaken by Hahn in 1880, three years before Rickman Godlee’s 
well-known operation 

There has been a sharp cleavage of opinion with regard to the place 
of surgery in the treatment of these lesions Cushing was m favour of 
simple decompression supplemented by general measures — especially 
for cerebellar tuberculomata, which constituted the majority of his 
lesions 

Handy, on the other hand, roundly condemns decompression as a 
valueless operation and advocates wide excision of solitary tuberculo- 
mata 

Parker, commenting on the problem of intracranial tuberculomata 
in Ireland, states that simple decompression often results in ameliora- 
tion of symptoms 

It is argued against attempts at surgical extirpation, that the lesions 
are often multiple and he in inaccessible regions, that extirpation of the 
intracranial tuberculoma does not eliminate extracranial foci which may 


* Case 4 — Since writing this paper thl* child has recovered power In both the left lower and 
upper extremity except forsllghtresldunl weakness In the left hand From being bed ridden she it on 
her feet again 

Apart from receiving 20 grammes of Streptomycin she has been put through a course of muscle ro 
education and physio therapy 

The near completeness of herrecov cry throws an interesting sidelight on the tremendous regenera 
ti\ e powers of childhood 
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cause death or lead to further tuberculomata m the brain The risk 
of fatal post-operatn e meningitis is stressed, and as healing does not 
occur in these tuberculomata, it is argued that general anti-tuberculous 
measures should be tried 

The adi ocates of radical surgery point out that operation is com- 
monly undertaken tor solitary tuberculoma, that successful operations 
have been undertaken even in the presence of -active pulmonary tuber- 
culosis and that w hat appears to be a tuberculoma, may prove, as in two 
Cushing’s cases, to be a benign tvpe of neoplasm, (Ependj monin, 
Xanthoma) 

Filially, though the patient may ecentuallv die of tuberculosis, 
a period of welcome relief may be obtained 

The consensus of opinion would appear to be that cerebellar tuber- 
culomata are unsuitable for radical surgery, from the technical difficul- 
ties of total ablation and the e\ er present hazard of tuberculous 
meningitis 

Buchstein and Adson record two radical extirpations of cerebellar 
tuberculomata, apprentty successful, which ended in the death of the 
patients over a month later An outstanding example is Frazier’s 
successful case, quoted by Kw an, m w hich the patient w as alive and well, 
eleven years after operation 

The group of tuberculomata adjacent to the cerebral cortex offer the 
brightest prospects to surgical excision Not only arc they surgically 
accessible, but from their usual position close on the central sulcus, their 
early recognition is more or less assured 

Buchetein and Adson collected reports of 21 cases of complete ex- 
cision of cerebral tuberculomata in the decade 1980-40 There was one 
operative death, and six others died at in tenuis i arymg from elei en to 
twenty four months, of intracranial or pulmonarj tuberculosis The 
rest were reported as being alive for periods of time extending upto nine 
years 

Excision of calcified tuberculomata does not involve the same risk 
of tuberculous meningitis as does excision of the uncalcified tuberculoma 
Surgical literature before 1980 records a number of successful extipa- 
tions of calcified tuberculomata These tuberculomata being quiescent 
or healed, how ever, are precise! y those m w hich surgery is not imperative 

The great surgical blunder in the operatn e management of intra- 
cranial tuberculomata is the performance of a biopsy or partial removal 
Such a procedure is bound to end m the development of tuberculous 
meningitis The occasional successes from radical Surgery must not be 
allowed to prejudice one’s judgement wuth regard to treatment, and one 
must remember the natural tendency of most writers to report only their 
successes 

It is mv opinion that Indian children hai e a high natural resistance 
to intracranial tuberculoma (the high incidence of radiological calcifica- 
tion m our senes, would appear to confirm this opinion) and that mis- 
guided and meddlesome attempts at radical extirpation, may only ter- 
minate m dissemination and death It must be remembered that the 
best results in operations of this magnitude are onh obtained by neuro- 
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surgical teams, and by a refinement of ncuro surgical technique which 
we lmvc still to attain 

In the light of my experience, I would restrict surgery in the un- 
cqun ocalh prov cn case, to pallmtiv e decompression in order to circum- 
vent blindness or relieve headache I w'ould depend on general anti- 
tuberculous measures and the problematic effects of streptomycin, to 
bring about healing 

1 say problematic because recent trends indicate that though 
Strep tonn ein is of supreme value in the treatment of tuberculous menin- 
gitis, there is only a minimal excretion of the antibiotic into the brain 
tissue, which precludes its effectn e action on brain tuberculomata 

SUMMARY \ND COX CL US IONS 

(1) The frequency of intracranial tuberculoma m the younger 
age group is stressed — se\en cases in three years (1946 1948) 

(2) It is necessary to suspect the lesion, if an accurate diagnosis is 
to be arm ed at — in a case, where the signs and symptoms point to an 
expanding or space occupying intracranial lesion 

In such a case an assiduous search must be made for extracranial 
foci of tuberculosis and the lungs x-rayed as a routine 

(8) Painstaking fundoseopic examination for the presence of 
choroidal tubercles can be of great value in confirming the diagnosis 

(4) It is suggested that repeated examinations of the cerebro- 
spinal fluid might, at some stage in the evolution of the disease, throw' 
light on the diagnosis of the condition 

(5) A critical examination of the plain radiograph for e\ idence of 
calcification should be made 

(6) The high incidence of calcification (two out of seven cases) 
in this series is stressed and the conclusion drawn that the tendency to 
spontaneous healing is strong 

(7) If the diagnosis is unequivocally established, general anti- 
tuberculous measures, with or without a palhatn e decompression, is the 
treatment of choice 
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NICOTINIC ACID METABOLISM* 

Dr R G Chitre, M Sc , Ph D , read a paper on “Some aspect* of 
Nicotinic Acid Metabolism” He reviewed briefly the literature on the 
various nicotinic acid compounds which are important from the jiomt of 
view of physiology of that vitamin He also stated that the total 
amount of an essential nutrient m the food-stuff is not the same as that 
which is physiologically assimilable It is worth-while remembering 
this difference between total and available content of an essential nutr- 
ient in a foodstuff to understand the metabolism of vitamins m parti- 
cular 

The chemical and microbiological methods of estimation of nicotinic 
acid give only approximate idea about the potency of a particular food 
The amount of nicotinic acid available for nutrition may not always be 
identical uith such estimations Suitable experiments (biological) 
were carried out on rats as regards, (1) the excretion of nicotinic acid 
on standard diets, and (2) the absorption of the acid from the intestine 

The first type of experiments gave a qualitatn e indication as to 
the difference between the total and available content of nicotinic acid 
while the latter show ed the quantitative difference 

On the basis of thesefindmgsamethodofEnzymiCbydrolysisoffood- 
stuffs in-vitro was developed by Dr R G Chitre winch gave figures for 
the nicotinic acid comparable and statistically not different from the 
physiologically available nicotinic acid m-vwo 

• Summnrj ofDr H G Clillrc •pnperreod at the D2nd meeting df theSeth G fe Medical College 
and IC E M Hospital Staff SocIet\ held on Sntu^dn^ the 14th Ma\ 104D 
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Fig 1 Encephalogram Non filling of the bod\ of the lateral ventricle and failure of the cortical 
subarachnoid apace to outline with air The significance of this sign has been referred to in the 
tert Calolflcatlon faintl> \isible 

Fig 2 Ventriculogram Filling defect in the fourth ventricle which is clenrlj outlined 

Tig 3 Roentgenogram Calcification in the tuberculoma 

Fig 4 Roentgenogram Calcification some distance awa> from the mid line 

Fig 5 Encephalogram Calcification outside the \ entrlcular sj stem 
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Tig 1 — Leishmania tropica C-nmba\ on solidified haemoglobin blood ngnr 20 7 30/8 8 30 
Fig 2 — Lclshmnnia tropica Cnmbn\ grown in Row medium (Hacmoglobinised Saline) 8 8 30/0-11 30 
Illustrating the Ionghit\ of parasite 
Tig 3 — Lcishmnnia tropica Cnmbm 12 da\s culture in Row medium 

Fig 4 — Leishmania tropica Camba\ 12 dn\s culture in Row medium turning slowh Into melhnc 
moglobln 

Fig 5 — Leishmania tropica Cambnv o\er four weeks culture in Row medium changing mostlj Into 
methnemoglobin 

Figs 3 4 d 5 il[ustrate reversion of I^eptomonads into I eishtnanoids m culture 


VALUE OF ROW’S MEDIUM FOR CULTURE OF 
LEISHMANIA IN KALA-AZAR 

A REV in V 
1>S 

N A PATKAR, mbb^ 

I)ept of Pathology P G Singhanee Hindu ITo^pital BOMlfA\ 

Before establishing a definite diagnosis of Kala azar it is essential 
to confirm the clinical findings m suspected cases, by pathological 
investigation of the available biopsy material such as, that from Hepatic 
or Splcmd puncture, bone-marrow and even of peripheral blood The 
most important point m these studies is to ascertain microscopically, 
the presence or absence of Leisliman-donovan bodies — all other observa- 
tions being only of secondarv value These refer to blood changes 
\ 17 , haemoglobin content, total and differential blood cell count or 
alterations m blood serum e g Napier’s formal gel reaction, 
Urea stibanune test or increase of eiiglobulm Once t the Leishman 
donovan bodies are detected definitely, it is hardly necessary to go any 
further It is" only when these parasites are absent or not definitely 
recognised that one has to proceed to culture the suspected material in a 
suitable culture medium In the early days, Citrated Normal Saline 
was found quite satisfactory for obtaining the first culture and a few 
subcultures of the Leishman donovan bodies L Rogers 1 t£ 2 to whom 
belongs the credit of the discovery of the development of the Leishman 
donovan bodies from the splenic blood into Leptomonads — flagellates 
made use of this simple salt solution fot his culture medium in Calcutta 
Row also made use of the same nutrient medium m Bombay m his 
first demonstratioa of the same phenomenon for the Leishmania tropica 
of the Oriental sore of Cambay and also m his study of the development 
stages of the parasites before they finally assumed the Leptomonad 
forms (flagellates) But both these observers and those who followed, 
found that the simple citrated normal saline though satisfactory for the 
first cultures, failed when used for maintaining serial subcultures and 
the problem of having a more suitable nutrient medium remained un- 
solved till Nicolle demonstrated that the condensation fluid of the rabbit 
blood agar slopes, which Novy-McNeil 3 & 4 had found useful in the study of 
cultures and serial subcultures of Trypanosoma Lewisi aiid of Nagana, 
eminently suited for the culture and subculture of Leishman dono-\ an 
bodies also ThisN N medium was simplified by Nicolle, 6 cC 6 by eliminat- 
ing the peptone and meat extract from the nutrient agar with which 
Novy and MacNeil had incorporated at 55°C with twice the quantity of 
defibrinated rabbit blood to allow for the accumulation of satisfactory 
quantity of the condensation fluid and this has been the nutrient fluid 
invariably used by all workers on Leishmania and is the well known 
N N N medium Row also utihsed it in his earlier experiments but 
found its preparation too laborious and complicated and also too ex- 
pensive as it required a large quantity of rabbit’s blood at each time of 
the preparation and therefore he devised in 1912 the Haemoglobinised 
saline (Row) medium 7 tfe 8 It is simple and i ery economical and easily 
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prepared in a few minutes all that is required being a few drops of defi- 
brmated rabbit’s blood, a little sterile distilled water and sodium chloride 
solution of double the normal strength The cluef value of the nutrient 
becomes impressive when one has to culture the peripheral blood m 
suspected cases where th e parasites are either absent or not definitely 
demostrable In all such cases Row has made use of a fen drops of 
peripheral blood taken up in eitrated saline for the infecting material 
even when this reached lus laboratorv some times after 4 or 5 days delay 
m transit < 

The report on the blood examined by culture of the two cases at the 
Singhanee Hospital given in the appendix, may be found interesting 
and illustrative of the value of the Ron ’s medium as the blood of one of 
them (case No 1) examined was cultured for curiosity because there was 
the least suspicion of kala-azar, the patient being a resident of a “Drv 
Area” v here ICala azar has not been known to occur endenncallv and 
vliose bone marrow had failed to reveal the Leishman donovan bodies, 
although the blood serum changes were v ell marked , the other (case 
No II) whose blood uas tested by culture, was resident of also a “Drv 
Area” for ICala azar but where Oriental S ore has been known to occur m 
the neighbourhood Ins blood and bone marrow also showed no parasites 
and even splenic blood smear no definite result 

Since 1912, Row has used Ins haemoglobin saline solution as a 
routine and ins ariably for the peripheral blood examination by culture 
on which he always depends, as he has not had a single failure m all the 
cases of suspected Kala-azar He has also made use of the same culture 
fluid m all Jus studies connected with Leishmama and other flagellates 
as some of the observations quoted m the references may shou , the} 1, 
include (l) Preparation of solidified Haemoglobin Saline for surface cul 
ture of Leishmama, 12 (n) Observation on the longivity of Leishmama 
tropica in culture Vile , Figs 1 &, 2 plate 1, 13 (in) Study of Leptomonas 
davidi (plant leptomonads) in culture , B (iv) Technique of culture of 
Kala-azar from finger blood , 10 (v) Reversion of Leptomonads to Leish- 
manoids in culture 11 (vi) Role of Methaemoglobm on this Reversion from 
Leptomonads to Leismanoids, 14 (Vide Figs 8, 4 & 5 Plate 1) (vn) 
In this medium the strain has been maintained since 1912 m sub- 
cultures 

In brief, here is a culture medium simple in composition and easy, 
rapid and economic m preparation for immediate use and it is to be 
hoped that this culture medium will be better recognised and more um- 
x r ersally applied in the study of leishmaniasis 

appendix 

Case 1 — S S , 12, female, Residence Bombay and Sholapur 
(for four months at Sholapur) — (Both “Dry Areas” for Kala-azar — 
second indigenous case reported at P G Singlinnee Hospital, Bombay) 

Complaint — Low fever daily for four montlis, ‘Pot-belly’ one 
month , AYeakness and loss of weight 2 months 

State on admission — (26-11-48) Pale and weak , abdominal 
swelling, liver not palpable, spleen enormously enlarged reaching 
almost to the Symphysis pubis , Nothing abnormal in other systems 

Blood Examination — (26-11-48) Venous blood , Haemoglobin 
50 0%, RBC 2,000,000/cmm , AA 7 B C 1950/cmm , Diff count. 
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Polj morphs 60 0%, Lymphocytes 32 0%, Monocytes 3 0%, Eosino- 
phil, 5 0%, Parasites Nil 

Blood set tan — Napier’s Formol gel reaction Positive, Euglobuhn 
increased 

Venous blond culture (26-11 -48) Leptomonad forms detected in 
Iarac number (Culture grown in How’s medium), 15 days culture at 
24°C (11-12-48) 

Sternal pundurt — Pniusitcs not definite 

Treatment started on 27-11-48 and discharged cured on 16-12-48 

Rt stilts nn dischaigt Patient improved in general health , increase 
m weight by 5 pounds , Anaemia less marked , bpleen greatly reduced 
in si7C and was just palpable below the costal margin 

Blood examination — Haemoglobin 72 0% RBC 3,320,000/cmm , 
1VUC 5,150/emm , DilT count Polymorphs 02 0% Lymphocytes 
28 0%, Monocs tes G 0%, Eosinophils 4 0 0/ n Parasites ml, Serum 
Napier’s Formol gel reaction Negatn e Blood culture in Row r s 
medium negatice 4 weeks 

Case II — IC D , 35, male, sweeper Residence Bhavnagar Kathia- 
war and Bombay since last two years (Both “Dry Areas” to Kala- 
azar but the former reported for endemic Oriental sore in the neighbour- 
hood) 

Complaints State on admission into Smghanee Hospital 
(4-7-49) Irregular low' fe\er for 7- 8 dnys daily off and on for last two 
years , loss of appetite , swelling in the abdomen , weakness , frequency 
of stools with blood and mucous for 14—15 days 

Clinical findings — Temp 99°F Pulse 100/nnn Resp 20/m 
Not particularly pale but w eak , In er just palpable , spleen enlarged 
midway between Umbilicus and Symphysis pubis, no abnormality 
in other systems 

Blood examination — Haemoglobin 72 0%, RBC 3,800,000/cmm 
W B C 4,100/cnun , DifT count Polymorphs 72 0% Lymphocytes 
20 0%, Monocytes 5 0%, Fosmophils 3 0%, Parasites nil 

Blood scrum Napier’s Formol gel reaction Positive , Euglobuhn 
increased 

Venous blood culture — In Row'’s medium (7-7-49) Positive for 
Leptomonads (flagellates) detected on 21-7-49 (14 days at 24°C ) Para- 
sites fat and short more alike to Leishmania tropica 

Spleen puncture — (18-7-49) Leishman donovan bodies ill-defined , 
Culture in Row’s medium grown Leptomonad forms (flagellates on 
25-7 49 , parasites fat and long 

The Department of Pathology, Singlianee Hospital reported on 
28 7 49 that the culture from the peripheral blood strongly suggests tins 
case may be generalised infection by Leishmania tropica, both by the 
vigour and rapidity of development and morphological characters of the 
parasite 

Technique for preparing Row's medium for immediate use — A few 
c c s of rabbit’s blood either from heart or from marginal vein in the ear, 
deflbnnated, are added to 8 — 10 times the quantity of sterile distilled 
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water and alter 2 — 8 minutes of vigorous shaking, is distributed m 
tubes for centrifuging and separating the clear haemoglobin solution 
from the deposit ol the dehaemoglobimsed stroma and Leucocytes , 
this is mixed with an equal quamty of sterile normal saline of 
double strength and distributed m small sterile test tubes , 5ccs 
of rabbit’s blood yield over 20 culture tubes of Row ’s medium 
each for immediate use , a trace glucose (one drop of 25 % solution in 
water per 5 c c of the medium improves the keeping qualities of the 
culture fluid The whole process does not take more than 20 minutes 

1 ojii very grateful to Dr R How md (Lend), d sc (Lond ) for supply tog me wiUi the 
material nnd advice fn preparing this brief rev lew 
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Reflections and Aphorisms 

LAMENTING THE PRACTITIONER “Ha\ing nothing to do, tbej took 
to healing What do such people 1 non obout the salue of human life? Or that 
sa\ing is not a business proposition ? They only read half a medical book and 
learn the use of a few drugs Before starting practice they ask what medicines the 
popular quacks are using and then try them on their patients If some good results 
follow, they are themseh es amazed , if death occurs, thej insist that the medicine 
was good but that the disease was fatal How many innocent boys and giris 
young husbands and wues, aged fathers and mothers havp been killed? And 
oeople do not blame jou but, on the contrary, compensate you for attendence and 
medicine! Oh, how could you haic the heart to do it? Though the law cannot 
reach you, •vet heaven will not be deceived Should jou really want to sene 
suffering humanity you must first read more If unable to do so, better cbaDgc 
your profession so as to escape the fires of hell ” 

Hsu Lino t’ai (Cji’ien mo period — a d 1780-17tM5) 



ANTIHISTAMINE DRUGS IN DERMATOLOGY 

by 

J A FERNANDEZ mhci* (Ed), 

M n C-S (Eng ) LRll' (Lond ) 

lion Dcrmatologlsl i£> Venereologist HEM Ilospltnl Pnrel BOMBAY 

and 

M S TRASI , mb b„s 

(1 ate Capt IU1C) 

Histamine is n base oi the formula /3-inun-azolyl ethylamme 
Its pharmacological actions are, a fall otB P due to a dilator action 
on the arteries and an increase in the capillary permeability None of 
the fall is of cardiac origin for, histamine stimulates the heart A 
prick through a drop of histamine placed on the forearm produces a red 
flare first due to a dilator action on the capillaries, and a wheal later, 
due to leakage of fluid out of them Another action of histamine is a con- 
traction of plain muscle, a striking effect being contraction of the bron- 
chioles "with resulting dyspnoea It also increases intestinal mocemcnts 
But on the coronary arteries it has a dilator action In lethal doses it kills 
animals by Contraction of the plain muscle, the form of death a ary mg in 
different species according to the difference in the distribution of the 
plain muscle attacked Thus guinea-pigs are killed by bronchial 
contraction , clogs by accumulation of blood due to contraction of the 
collecting a enules of the hepatic a ems , and rabbits from pulmonary 
arterial contraction 

Anaph jlaxis — This is an acquired sensitiveness aa here allergy is 
inherited and often occurs in the members of the same family Ana- 
phylaxis is caused necessarily by a protein matter to Avhich one must 
have had a previous expo.ure In the latter it need not be a pro- 
tein It has been found that an injection of egg albumin into a guinea 
pig 8 — 4 iveeks after a preceding similar injection causes an anaphylactic 
shock due to sensitization, the animal dying due to bronchial contraction 
m the same AAay as it Avould if gmen a lethal dose of histamine These 
similarities and experimental evidence of Dale and Best proved that 
histamine Ava-s a normal constituent of all tissue cells and led to the vieAV 
that anaphylaxis in animals Avas probably due to histamine liberation 
from the tissue cells It is probable that the tissue cells are normally 
insensitive to its presence but Avlien lustamine is liberated by trauma, 
mfections, toxins, antibody-antigen union, it produces its specific local 
or consitutional disturbances by acting on responsive cells in the bron- 
chioles, blood A r essels, gut, etc 

Although the reactions induced m experimental animals are stereo- 
typed and spontaneous reactions in man have a varied pattern, it 
required no stretch of imagination to assume anaphylaxis and allergy 
are similar and that lustanune release occurs in the latter also and is 
casually related to some of the phenomena of these reactions Although 
it is not the sole factor concerned it is enough to Avarrent therapeutic 
measures suggested by such an assumption There is erndence that the 
effects of histamine are qualitatively consistent Avith certain allergic 
phenomena as may be produced by certain foods in a sensitiA r e person, 
or bA a drug, Quinine or aspinn, to Avlnch some are sensitn e 
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AUeigy — There are two forms of allergy Atopic and Non-atopic.. 
Atopic allergy is said to have the following characteristics — 

(a) Symptoms explicable by increased capillary permeability and 
smooth muscle spasm 

(b) Family and personal history often includes asthma or hay- 
fever, atopic dermatitis 

(c) Eosinophiha m smears of transudates and other secretions 

(d) Circulating antibodies found which are transferable (Prausmtz- 
Kustner bodies) 

(e) Scratch or mtracutaneous test gives a wheal and a flare 
response 

(/) Allergens are antigens and may be pollens and other plant 
or animal emanations, insects, spores, dust, fur clothing, cosmetics, 
sera, vaccines, parasites, drugs and other substitutes 

Non-alopic allergy — 

(a) Occurs in any one after adequate exposure 

( b ) Manifests itself after a time interval, following the sensitizing 
contact v ith or without subsequent exposures 

(r) Lesions caused by unknown mechanism are epidermal ecze- 
matous, with papules, 'i esicles and microscopically, spongiosis 

(d) No wheal reaction, no circulating transferable Prausmtz- 
Kustner bodies No family history of atopy 

(e) Cause can be identified bv eczematous reaction to patch test 
and flare up of existing lesions in many instances 

(/) Relief on avoiding allergens, reappearance on re exposure 

(g) Allergens are not antigens (evoke no antibodies) They are 
simple chemical substances, plant oils, products of fungi, or bacteria 
and rarely protein 

It was in 1938 that Fourneau and Bovet first shoved that synthetic 
compounds related to phenolic ethers had the ability to counteract 
histamine in vitro and vno Since then many compounds have been 
and are still being synthesized The compounds most efficient were 
found to be the following 

I 929F (Fourneau Compound) 

II 1571F (Staub’s Compund) 

III 2325 R P 

IV 2389 R P (Antergan) both introduced by (Mosmer) 

V 2786 R P Neoantergan or Anthisan (Bovet & Ins associates) 

VI A524 (Benandryl) 

VII CG3 Pyribenzamine (Ciba) 

VIII Antistme (Ciba) (Meier & his associates) 

All of them contain a benzine ring linked with certain other 
radicals and the difference between them is an addition of a nev r radical 
to one or substitution of another or deletion or both Of these the 
first two haie been found to be very toxic and w r ere given up The II 
and III also were gi\en up due to their toxicitv Of the remaining four 
Neoantergan is the most powerful but a little more toxic than the others 
and of the remaining three Antistme (Ciba) and Pyribenzamine (Ciba) 
were found to be the least toxic But if potency and non-toxicity w r erc 
taken into account the most potent and effective of the drugs mentioned 
above is Pyribenzamine (Arbesman) 
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Properties and Pharmacology — Soluble m water All of them have 
a local anaesthetic action more powerful than novocaine, but irritating 
later on a Quinidmc like action on the heart more powerful than 
Qmnidmc itself They specifically counteract most physiological 
effects of histamine Thus they counteract wheahng They have been 
found to raise Blood Pressure lowered by histamine mdogs They prevent 
contraction of intestinal and uterine muscle strips caused by histamine in 
guinea pigs botli when the drug is added to the perfusing fluid and ad- 
ministered to intact animals before experiment They prevent death 
from lethal doses of histamine m experimental animals Clinically the 
most striking effects are the inhibiting wheahng and drying up of 
secretion caused by lustanune, a significant point, since excessive secre- 
tion is a cardinal feature both m allergic rhinitis and asthmatic attacks 
It has also got an antispasmodic action which appears to have three 
components — 

(a) An antihistamine like action 

(b) An antibarium like action 

(c) Anti-acetylchohne like action 

It has also been described to have an atropine like action when a 
solution is applied to the eye (Swartzberg & Willerson) Another effect 
of these drugs is a hypnotic one, more marked in some drugs like Bena- 
dryl and less so in others like Pyribenzamine 

Mode of Action — Based on the observation that the amount of 
histamine antagonised bears a quantitative relationship to the amount 
of antihistamine drug injected, it is believed that the drug competes with 
histamine for a site of action or receptive substance m the same way 
as para-aminobenzoic acid competes with sulpha drugs 

Dosage — Initial dose 50 mgr repeated thrice daily may be given 
up to 1200 mgr total per day according to clinical improvement and 
tolerance of the drugs Children tolerate the drugs well for instance a 
clinician has given 25 mgr Q D S in a four month infant without any 
untoward effects , and 50 mgr QDS m six years old children But 
usually the dose in cluldren is computed on the basis of 2 mgr/lb body 
weight per day, the total being divided into two or four doses 
Routes of administration — - 

(1) Oral 

f Subcutaneous 

(2) Parenteral < Intramuscular 

l^Slow intravenous 

(8) Topical m the form of ointments, pastes and creams 
(2% Finberg) & Iontophoresis 

Skin Diseases in which encouraging Results have been published — 
Urticaria, angioneurotic edema, certam itching dermatoses, general and 
local, such as atopic dermatitis, eczema, pruritus due to various causes, 
pruritus of the genitalia, and of the anus, dermatitis medicamentosa, 
serum sickness type of reaction due to sulpha drugs and antibiotics 
Some not relieved by oral administration were relieved by injection 
Finberg gives four cases of angioneurotic edema not amenable to oral 
treatment were controlled by I V antihistamine drug, the dose being 
10 mgr intravenous first , then two hours later 80 mgr , then 80 mgr, 
four hourly for tv o days 
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Untoward Effects — Headache, dizziness, tinitus, drowsiness, sleep- 
lessness, blurred vision, pupillary dilation, confusion, stupor, narcolepsy, 
somnambulism, light vertigo, ataxia, acute melancholia Bad taste, 
dryness of mouth and nose, epigastric distress, palpitation, weakness, a 
sensation of relaxation, muscular aching, tingling and numbness of 
limbs, cold extremeties, frequency of mictrition, tendency to bleed, 
facial edema, aggravation of allergic state, acute hysterical condition 
and lastly collapse 

Prevention of toxic Effects and their Treatment — A dosage schedule 
of the following type will minimise the side-effects 50 mgr TDS to 
be increased by SO mgr /day late in the day , stop increasing the dose as 
symptoms improve or on the appearance of toxic symptoms , do not 
increase the effective drug dose for a period of two weeks, at the end of 
which, discontinue the drug If symptoms recur treat with 50 mgr 
TDS , if there is no improvement in 2 days, start with the last effec- 
tive dose 

Parenteral (I V ) if mixed with glucose and given slowly side- 
effects are avoided If the side effects occur with the first dose it 
should be decreased to 25 mgr or until a single dose is taken without 
discomfort In some, giving a single dose at bed time two or three days 
before starting the dosage schedule, has controlled side effects In 
others giving the drug on a full stomach with sugar and soda bicarb has 
helped Severe side reactions can be controlled by Pyndoxme 25 mgr 
For mtractably severe reactions I V 0 5 mgr lflnstanimcacidphosphate 
has been recommended as the specific atidote Recently, the hypnotic 
effect has been counteracted by Benzedrine 5 mgr by mouth given early 
in the morning 

Dosage Schedule — 


Days 

Breakfast 

Lunch 

Supper 

Bed-time 

1 

50 

50 

50 

nil 

2 

50 

50 

50 

50 


50 

50 

50 

100 

4 

50 

50 

100 

100 

r> 

50 

100 

100 

100 

a 


100 

100 

100 

7 


100 

100 

150 tt so on 


Clinical trials In Dermatology « itli percentage of cJTcLtn encss 

(Various Authors) 


Cases where encouraging results have been seen but insufficient 
number tried are pnutus vulgaris, pruritus due to various causes, neuro 
dermatitis, pruritus vulvae and am, dermatitis medicamentosa lichen 
planus psoriasis, erythema multiforme, mycosis fungoides urticaria 
papulosa (where itclung was relieved) Other cases tried with reported 
failures are cheiropompholyx, actinic dermatitis, pitinnsis rosea, infantile 
eczema, pemphigus vulgaris etc Reports on the clinical use of antihis- 
tamine drugs m chronic urticaria shou that some patients are not 
relieved Of a total number of 400 cases tried, 01 were not improved 
(Improtecd 71 5% and failures 28 5%) 

More recently these drugs have been tried in the following diseases - 
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Scleroderma tC Acrosclcrosis — Favourable results were noted and 
stiffness was relieved 22% sustained results were noted m Acros- 
clcrosis 

Acute lepraRcaclwn and painful Neuritis (Wharton) — Were relieved 
m 24-48 hours with these drugs where other remedies had failed He 
attributed its action to the assumption, that the symptoms of lepra 
reactions arc dependent on histamine being set free in the blood 

Topical Application — It lias been shown that the local use of a 
solution of an antihistamine drug to a scratch, inhibits the normal 
wheeling due to histamine, much better than v hen the drug was given 
orally It has also been shown that a solution of antihistamine drug 
can penetrate unbroken skin Stroking the part on which an anti- 
histamine drug iv as applied in dermograplnc skin showed wheahng 
in the control side but no wheahng on the treated side Finberg 
tried 2% Pymbenzanunc ointment in a water soluble anhydrous base 
m 33 cases of atopic dermatitis in various stages 24 (72 7%) showed 
consistent relief Improvement was more marked if the drug was also 
given by mouth Of 9 cases of pruritus am 8 cases were relieved with 
local application (88 8%) 

CLlNICAi TRIAL 

Antistine and Pyribenzanune were tried in a senes of 96 cases 
in which pruritus was an important symptom 

Urticaria and Angio-Neurotic oedema — There were 29 cases m this 
series It was found that the greatest relief was obtained by those 
suffering from urticana In two cases relief was dramatic The wheals 
disappearing within two hours The urticaria m both these cases had 
been brought on by Penicillin, which was naturally stopped In one of 
these cases, Penicillin therapy'- was restarted after symptoms had been 
absent for 24 hours The patient was given 100,000 units in four equally 
divided doses at four hourly intervals Half an hour before each injec- 
tion, one tablet of Antistine was given No wheals occurred, although 
there was a mild amount of Itching after the fourth injection 

Twenty two of the total number of cases got complete relief, 
five were sufficiently relieved, to discontinue treatment and two derived 
no benefit from either drug In all these cases, the only other treatment 
given, was a Calanune lotion In 3 cases, the urticaria was due to a 
food allergy an although temporarily relieved recurred until the offend- 
ing food stuff was omitted from the diet 

One case followed the injection of Anti- tetanic serum and relief 
was obtained only when the dose of Antistine was stepped up from four 
tablets a day to eight; tablets a day, on the third day of treatment 
. On the fourth day, the dose was diminished to three tablets only as 
the patient complained of dizzmess, nervousness and epigastric dis- 
comfort On the fifth day as symptoms showed a tendency to return, 
the patient was given an intravenous injection of 100 mg diluted in 
25 c c of glucose He had no symptoms that dny r , nor were there any 
side effects from the drug On the sixth day, the injection was repeated 
and the patient was then discharged as cured 

An elderly'- patient (aged 72) with Angio-Neurotic oedema was 
prescribed Antistine orally After the first tablet, he complained of 



270 


The Indian Physician, September 1949 


nervousness, dryness, of the mouth, tremors of the hands and a feeling 
of great depression His pulse became feeble, and he (and his relations) 
appeared to be much distressed He was prescribed Corannne and after 
a few hours recovered It was decided to discontinue Antistme As 
the Angio-Neurotic oedema had not been relieved he came up for treat 
ment again and as so often happens m a busy department, he was seen 
by a House man who had no knowledge of the patient’s previous ex- 
perience with Antistme He yielded to the patient’s demand for an 
injection by ordering 100 mg of the drug to be given by the intravenous 
route Remarkably, the patient was much relieved, the oedema 
subsiding completely when he came up for observation next day There 
v\ere no side effects 

Two cases of Angio-neurotic oedema were put on Antistme for 
four days The dose was stepped up to an extra 100 mg daily by 
mtramhscular injection for the next three days Neither of these 
cases was relieved and it was decided to discontinue the drug These 
were the only two failures, in the series of 29 eases Antistme was 
given to 20 patients and PjTibenzannne to mne 

Atopic Dennatitis — Twelve cases in all were treated Eight of 
them had infantile eczema, and ranged between six months and two 
years m age Twenty five mg of Antistme, four times a day, was 
well tolerated by all except one, m whom it had to be discontinued 
owing to persistent vomiting There was apparently no relief from 
symptoms m any of the cases In two cases, where there was no 
oozing, an ointment containing S00 mg of Antistme to the ounce, was 
also applied without obvious change Admittedly, it is difficult to 
assess the degree of relief m very young children 

Four cases occurred in older children with flexural eczema (Besnier’s 
type) They were given on an average 50 mg four hourly Two of the 
cases expressed benefit of moderate degree The other two were un- 
affected All four were then put on Antistme ointment on one side and 
a 8% Tar ointment on the other Three patients jiref erred the Antistme 
whereas One was more comfortable with the tar 

Constitutional Eczema — Twenty three patients with eczema, which 
used to come on m seasonal attacks for years were put on Antistme 
(16 patients) and Pyribenzamine (7 patients) In the Antistme group, 
four patients expressed relief m 24 hours, after being given 200 mg 
Six were relieved within 48 hours on a similar daily dosage plus 100 mg 
by intramuscular injection The remaining six expressed no ajipreciable 
change In the Pyribenzamine group, results were fairly similar, four 
patients being relieved and three were not much affected All the 
patients who reacted favourably to the drugs, expressed their belief, 
that the duration of them attacks had been definitely curtailed Only 
three patients in this group complained of mild side effects which dis- 
appeared after persisting with the drug 

Ncuro dennotitis hath lichcmfication) — Eight cases of this type 
were treated with Antistme An average dose of 150 to 200 mg by 
mouth was given to each patient without ajipreciable effect One of 
these patients, complained of dizziness and vomiting and after the 
third day, treatment was discontinued Three patients were given an 
additional 100 mg daily, by the intramuscular route, but no relief 
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■\\rts obtained These same three were then put on an Antistme con- 
taining ointment and two of them obtained a slight measure of relief 

Urticaria Papulosa —One case occurring in a child of three came 
under observation 25 n g four times a day was given for the first 48 
hours There was no apparent relief, howe\er, and the dosage was 
stepped up to 50 mg four hourly This was quite v eil tolerated and 
after 2 days on this dosage, itching was definitely reduced The drug 
was continued for a further 8 days, the patient then discontinuing treat- 
ment, ns lie was quite well 

Contact Dermatitis — Five patients working in a chemical factory, 
all appeared together for relief from a dermatitis of the face, neck, 
forearm and hands Each was put on 4 tablets of Antistme daily for 
two days One of them was much relieved One other patient had 
some epigastric discomfort and nausea The drug was reduced m his 
case to i tablet four times a day and he was given an additional 100 mg 
by intramuscular miection twice daily Great relief was obtained 
m his case After tliree more days on this treatment he was discharged 
cured In the remaning four patients the dose was pushed up to 6 
tablets a day and after a further four days, all four of them said that 
they were feeling much better The rash had completely subsided 
However, as the source of irritation had been removed from the first 
day of their attendance, it is probable that the relief was partly due 
to this fact and to the Calamine application they were given On the 
other hand, Antistme definitely helped recovery as after taking it 
the itching was immediately relieved 

Infccluc Eczematoid Dermatitis — One female patient was admitted 
with a history of an injury to the foot, winch had got infected and set up 
a local eczema Two days previous to admission she developed ery- 
thematous patches with slight oedema of the face and upper limbs 
She was put on six tablets of Sulphatluazol and on the following day, 
oozing commenced in the affected parts with severe itching and burning 
all over the body There was a vesicular eruption on the sides of 
the fingers and the backs of the hands Sulphatluazol was stopped^, 
and Antistme 100 mg by intramuscular injection and 6 tablets daily 
by mouth was given to her Within the first 24 hours, the itching 
and burning had appreciably diminished and in a further 24 hours had 
almost completely disappeared Locally, the Calamine lotion had been 
used throughout On the foot a 4% Sulphthaiazol ointment was used 
during the first 24 hours, but as it was suspected that the aggravation 
of her symptoms was due, at least partly, to sensitivity to Sulpha- 
tluazole, it was changed to a mild mercurial ointment The patient 
complained of a bad taste m the mouth and loss of appetite Antistme 
was discontinued orally, but she was kept on 100 mg twice a day by 
injection, for a further three days, by which time she was sufficiently 
well to be discharged 

Frythema Multiforme — Three cases of Erythema Multiforme were 
given Antistme 200 mg by mouth per day Two days without relief 
On the third day 100 mg perenterally was given to each besides the oral 
dose One patient expressed a moderate degree of relief, the other 
two were unaffected 

Dermatitis Herpetiformis — Tliree cases were treated On the first 
day they were given 200 mg by mouth without relief On the second 
day an additional 100 mg was gnen by injection and an Antistme con- 
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taming ointment was applied On the third day, one patient complamed 
of nausea and epigastric pain and the drug w r as stopped by mouth but 
she was given an additional 100 mg by injection After a further 
two days as there w as no appreciable change, the drug was discontinued 
Pruritus Vulvae — Two cases applied for treatment of his trouble 
with no detectable cause One was put on Antistme and one on 
Pyribenzanune In addition they were both given an Antistme con- 
taining ointment After 48 hours, both expressed considerable relief 
and treatment with only ointment was continued 

Pi uritus Am — Three cases of Pruritus Am were given 100 mg 
orally and an Antistme ointment locally without benefit After 24 
hours an additional 100 mg intramuscular was given to each, one 
patient expressing a fair amount of rehef No cause was found for the 
Pruritus and after a further 4 daj r s, treatment w as discontmued, except 
for the ointment, m the case relieved 

Lichen Planus — Six cases of Lichen Planus came under treatment. 
One a child aged 14 with an acute attack was gn en 1 00 mg on the first 
day and 150 mg on the second day Itching was much less and after a 
further four days had almost completely disappeared She showed no 
intolerance to the, drug and after a further week of Antistme 100 mg 
per day, Antistme was'stopped Of three other cases of Lichen Planus, 
two were relieved on 800 mg daily after five days but one showed no 
relief^ on similar doses Two further cases were given Pyribenzamme 
butwithout benefit / After four days they were put on Antistme 200 mg 
per day without further change 

Conclusion — Antistme and Pyribenzamme are undoubtedly of 
great use m several skin diseases where the rehef of itching is an urgent 
necessity These drugs find their greatest usefulness in the treatment 
of urticaria, Angio-Neurotic Oedema and exudative eczema These 
antihistammics are worthy of further trial although they have 
already definitely acquired a place m the relief of Pruritus caused by 
various types of skin diseases Side effects were few and never dan- 
gerous The drugs were well tolerated, especially by children, and caused 
no untoward' symptoms when given over a fairly long period of tune 
One -physician — not included in the series — suffered from chrome 
urticaria of unknown and undiscovered cause for a period of several 
months Antistme gave symptomatic and immediate rehef, and he was 
able to prevent attacks by taking one tablet daily § hour before the 
attack came on — usually about six p m everyday He continued this 
for 8 months, during which any day the tablet was omitted, on came 
the attack Eventually after the 8 months on Antistme he was free 
from further trouble and is still free, four months after discontinuing 
treatment 

REFERENCES 

Allerg} In Practice by Samuel Finberg 
■y ear Book General Therapeutics 1047 
United States Dispensary 24th Edition 
Lancet May 17 1948 

,, December 18 1048 
February 12 1040 
B M J Slay 8 1048 

Overseas Post Graduate Journal April 1048 



Critical Notes and Abstracts 

SALT DEPLETION 

The recognition of the importance of the retention of sodium m the 
aggrai ation or in the production of the phenomena of congestive heart 
failure has directed attention to methods that will dimmish the sodium 
content of the body in the therapy of disorders characterised by these 
phenomena Two procedures are used to accomplish this purpose 
One procedure consists of a diet that is poor m salt, and the other is the 
use of powerful diuretics that produce a disproportionately greater 
excretion of sodium chloride than of water Soloff and Zatuchni, m a 
recent article discuss these procedures in deatil , and though they do 
not doubt the efficiency of such regimen in improving the prognosis and 
relieving the patients, they point out the limitations to its use 

Seven cases are briefly reported that demonstrate some of the un- 
toward effects, including four fatalities, which may occur m cardiac 
patients subjected to a regimen of sodium restriction and sodium diures- 
is Salt substitute was not used by any of these patients so that neither 
lithium nor potassium intoxication had to be considered as a possible 
aggravating factor The blood urea nitrogen was determined m seven 
patients, the blood chlorides in six patients and’the blood sodium in ohe 
patient while the phenomena of congestive heart failure were preserit 
and while a regimen of sodium restriction and sodium diuresis was' still 
being used The blood chloride and the blood sodium were reduced * 
* and the blood urea mrtogen was elevated in each instance 

Some of these mechanisms which may produce these untoward 
effects are discussed Weakness, lassitude, anorexia, nausea, vomiting, 
restlessness, thirst not reheved by plain water, apathy, mental confusion, 
fall m blood pressure, increase in pulse rate, diminution in the volume hf 
the pulse, clammy skin, shock and coma are all symptoms or signs which 
may be present m excessive salt depletion 

The great advance m therapy of heart disease by the mtroduction 
of a regime of sodium diuresis is emphasised, but the importance of" 1 ’"" 
individualizing this therapy and of being alert to the possibility -of the 
patient’s having passed from the therapeutic to the toxic stage of this 
therapy is particularly stressed 

(Soloff Louis A M d . Philadelphia Pa t& Zatuchni Jacob m d Syndrome of Salt Dcplc 
tion Journal of the 4mertcan Medical Association 139 : 1180 April 1949 ) 

VITAMIN E IN ANGINA PECTORIS 

A recent study by Ravin and Katz attempted to evaluate vitamin 
E therapy on a small, carefully selected group of patients suffering from 
angina pectoris All patients were systematically investigated in the 
usual fashion with history, physical examination, routine blood counts, 
blood Hinton test, electrocardiogram and x-ray of the heart On 
three separate occasions, at weekly intervals, they were given the two- 
step test before being started on vitamin therapy 

In this way a base line of performance w r as established After 
suitable control determinations had been made, each patient was gn en 
250 mg of vitamin E, to be taken twice daily, m the form of natural 
mixed tocopherols During the course of the investigation patients 
were required to ai oid the use of mineral oil, or cod liver oil, as well as 
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any iron preparations, winch might inactnate the Mtamm The 
'patients were studied by an exercise- tolerance test, and note was made 
of any subjective or objective change during the course of treatment, 
which varied from four to 24 weeks In only one case was there even 
slight objective benefit 

Since the method of assay of the alpha tocopherol content of vita- 
nun E is Considered controversial and some workers maintain that biolo- 
gic assay is the only reliable procedure, these points remain to be proved 
conclusively At present they represent items of possible controversy 
attempting to reconcile the results of the current study with those of 
others who have reported almost uniform benefit from Mtamm E m as 
short as period as a few days to a few w eeks 

(I\erS Ravin M D Boston, Moss and ICermlt H Kntr md A itanun E in the Treatment of 
Angina Pectoris, The New England Journal of Medicine 240 331 Marc]i r J049 ) 

GREATER APPRECIATION OF PROTEIN 

The constantly changing picture of the science of nutrition is 
reviewed by McLester m a recent article discussing the merits of protein. 
The general attitude toward nutrition was usually m accord with the 
trend of research and the dominating ideas of a particular era This 
development can be divided into five periods, all culminating today in a 
period of greater appreciation of protein During the era of the great 
pioneering students of metabolism, consideration was given to energy 
exchange, and attention to calories w r as of primary importance 

Physicians of the early years of the 19th century gave little thought 
to the nutritive requirements of the sick person, and the disastrous 
effects of such a diet were not appreciated until the first decade of this 
century Studies of typhoid fever and gastric ulcer showed the distinct 
advantage of a more liberal diet The third era brought protein into 
disrepute, and it is just now recovering its good name This was the 
era of economy in nutrition Studies on protein restriction gave support 
to the supposition that a krw protein diet enabled a person to maintain 
better health and a greater degree of vigor How'ev er, there were two 
faults which tended to make the conclusions fallacious, first, control 
groups were not used, and second, the time element was entirety too 
short 

The fourth era, the most colourful of all, reawakened the interest of 
the public and professional men m deficient} diseases, this was the vita- 
min era At the present time, how'ever, the picture is changing, and recent 
experiments and the trend of research indicates a new appreciation 
of the value of protein The part played by protein in the metabolism 
of the cell has been greatly clarified and some of the older concepts 
are being rachcalty revised The present opinion is that the proteins of 
the body cell are not fixed parts of a permanent structure but are labile 
substances in a constant state of change 

Recent research recommends adequate protein for the pregnant 
woman and surgical patient Protein therapy is being used in treat- 
ment of infectious hepatitis, nephritic patients, and m the diets of patients 
with peptic ulcer There has been a dramatic about face accomplished 
m the recent history of nutrition 

(McLester James S Mr) Birmingham Ain J Protlen Comes Into Its Ov*n Journal of the 
/ Imcncan Medical Association 139 897 902 April 3949 ) 
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THE PROBLEM OF PEPTIC ULCER 

Data indicating tlmt ulcer recurrences are so frequent m all types of 
medical practice that -with some exceptions peptic ulcer should be 
considered an incurable disease has been given by Althausen, who urges 
control by appropriate measures Dissatisfaction with the present 
handling of the problem of peptic ulcer should be directed not so much 
at the results of medical treatment of the current ulcer as the failure to 
prevent recurrences 

Recurrences of peptic ulcer are associated with four mam “inciting” 
causes Physical and mental fatigue, emotional disturbances, dietary 
indiscretions, and respiratory infections Preventive measures consist 
of (a) Elimination of overwrork and adjustment of occupational predi- 
caments ( b ) Attention to psychosomatic factors (c) Precuations m 
regard to diet and so-called “stimulants” ( d ) Prophylaxis and therapy 
of respiratory infections ( c ) Institutions 6f a protective regime during 
periods of unavoidable stress (/) Prompt treatment of recurrences of 
epigastric distress 

Prevention of ulcer recurrences should start with proper diagnosis 
and adequate medical treatment Failure of physicians to insist on a 
strict and sustained regime decreases the percentage of successful cases 
and results in early recurrences of peptic ulcer which eventually lead t6 
serious complications This apphes particularly to patients with low . 
senstitivity to pain The surgical operations of subtotal gastrectomy 
and vagotomy arc'd iscussed from the point of view of prevention of ulcer 
recurrences and of indications for surgical intervention In man 
vagotomy counteracts the harmful effects of tension m promotmg 
excessive gastric acidity and motility On the other hand vagotomy 
fads at least partly to protect against stimulating humoral influences 
on gastric secretion, such as histamine, caffein, alcohol, and nicotine 

From these considerations it appears that vagotomy can be expected 
to provide less complete protection than subtotal gastrectomy and the 
degree of protection depends on the cause of hyper-secretion in a given 
individual The surgical mortality in the experience of the foremost 
surgeons is so low that it can be considered as negligible Even after a 
successful operation the patient should be urged to observe a medical 
prophylactic regime, more so after vagotomy than after subtotal gastric 
resection 

(\lthausen Theodore L Snn hranclaco Calif Pre\ention of Recurrence* in Peptic Ulcer, 
Annals of Internal Medicine 30 544 March 1949 ) 

DETECTION OF GASTRIC CARCINOMA 

A recent study of morbidity and mortality statistics by Roach, 
Sloan and Morgan has shown that cancer of the stomach is a prevalent 
and rapidly fatal disease, for which the only promising form of therapy 
available today is surgery Approximately 60,000 men and 42,000 
women above the age of 40 develop gastrointestinal malignancy each 
year in the United States Of these, almost 60 per cent die within one 
year of the time that the diagnosis is made Moreover, those individuals 
who do not survive the disease comprise nearly one half of the deaths 
resulting from all tvpes of cancer and 5 per cent of the deaths occurring 
from any cause 

According to the statistics published by Dorn, the average ~ vtli 
of life following the recognition of the disease is of the order v 
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and eight months regardless of therapy It is evident, therefore, that 
the methods currently employed m the diagnosis and treatment of can- 
cer of the stomach are, in general ineffective Radiation therapy has 
been uniformly unsuccessful because of the high resistance that gastric 
neoplasms exhibit toward any of the radiations which bar e been avail- 
able to this time " 

If surgery is to be successful resection must be done early m the 
course of the disease, prior to the appearance of symptoms Thus, 
methods must be developed whereby large segments of the population 
may be examined at regular intervals to find the asymptomatic but 
positive case The most feasible method for carrying out this sort of an 
examination is the photo fluorographic process, which has been extreme- 
ly successful m the early detection of pulmonary lesions A pilot study 
has been established to determine the effieiem y of this method using the 
male out-patient population of the Johns Hophms~Hospital above the 
age of 40 The study w ill be pursued for a period of five years 

From this study it is hoped that an estimate of the interval at which 
photo-fluorographic examinations of the stomach should be repeated m 
the general population may be determined The study also will deter- 
mine the reliability of the jihoto-ftuorograpluc process m the early 
detection of gastric malignancy, a process that has been virtually un- 
tried until the present time 

(Roacli John P Baltimore m d Sloan Robert D and Morgan ltusscl II The Detection of 
C astric Carcinoma b\ PliotolluorograDhic Methods American Journal of flocnfgc nolopy and ltadiahon 
Therapy 61 188 February R>40 Dorn H T Illness from Cancer in the United States Public 
Health Reports 104-4 59 83 48 05 77 07 116 ) 

HEPATIC BLOOD FLOW IN MAN 

A recent detailed analysis of hepatic function and dysfunction m 
man by Bradley assigns to the liver a role of importance not only m 
metabolic activities but also m cardiovascular dynamics, since it provides 
with the kidnej, a kind of hemodynamic buffer against undue stress 
The lrver aers as a selective barrier between the gastrointestinal tract 
and the systemic circulation, metabolizing, detoxifying and elaborating 
for further physiologic disposition vanous substances that enter the 
portal blood during digestion The complex Aasculaturc of the liver 
serves these piocessc 5 by providing an adequate supply of oxvgen and 
raw materials 

The recent development of methods for the atraumatic catheteriza- 
tion of the great veins by Cournand and his co-workers at Bellevue 
Hospital has provided a means by which hepatic venous blood may be 
sampled at frequent intervals m human subjects without difficulty 
By this method a long, radio opaque ureteral catheter may be inserted 
into an antecubital vein, and passed under fluoroscopic control through 
the superior vena cava and right atrium into the inferior vena cava and 
thence into one of the right hepatic veins The hepatic extraction of 
r arious substances may be measured directly, and hepatic blood flow 
estimated by a clearance technic, thus opening a ast new field of study 
and exploration Bromsulfalein is bemg used in the clearance technic, 
since it is remoA cd from the blood almost exclusn ely by the Iia er 

The E HB F (estimated hepatic blood flow ) is a measure of volume 
of blood floAMng into the splanchnic vasculature each minute, without 
reference to tlic relative contributions of the mesenteric, splenic, gastric 
gnd hepatic arterial inflows In ?0 normal resting human subjects 
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studied at the Evans Memorial Hospital in Boston, EHBF ranged from 
950 to 1840 c c per minute per 1 7 3 M 2 of body surface, n\ ci aging 1400 
c c per minute Approximate!} 25 per cent of the basal cardiac 
output appears to pass through the splanchnic circuit 

Studies of the hepatic circulation indicate that the liver also plays 
a prominent role in \ asoular homeostasis The a anabilitv of the blood 
flow m animals is attributed to irregularity of blood flow through the 
sinusoids A sludv of hepatic circulator} dynamics during exercise 
was undertaken m collaboration with Dr E DeF Baldwin at the 
Columbia Pi csb} lerian Medical Center for the purpose of assessing 
integration of the hepatic circulation into the total ciruelation during 
stress Although little change in blood pressure occurred during exer- 
cise, the output of the heart almost doubled At the same time the 
blood flow' through the kidney and the liver fell sharplv, the hepatic 
blood flow to a much greater extent than the renal 

The blood flow to other circuits — the brain, heart and especially 
the muscles increased to a greater extent than is indicated bv the change 
in cardiac output In this w ay blood w as made n\ ailnble at the expense 
of the liver and kidneys while the heart was spared the effort required 
to expel sufficient blood to meet the total need imposed by exercising 
muscle It is evident that complete exploration of the hepatoportal 
circulation is indicated 

(Bradlc> Stnnlcv E New \ork Cit\ N\ Variations in Hepatic Blood Flow in Man During 
Health and Disease Cournnnd A and Ranges II A : Catheterization of Right Auricle In Man 
Proceeding of the Society of Experimental Biology and Medicine 46 402 1041 ) 

NATURAL RESERVOIR OF POLIOMYELITIS 

Four anticipated features of a natural host for poliomyelitis w'ould 
be 

] That it will be found throughout the temperate and tropical 
zones 

2 That it will account for the frequently obsen ed tendency of the 
disease to start and to have a higher incidence in rural than in 
urban populations 

8 That it will account for the seasonal tendency of the disease m 
man 

4 That it will be so inconspicuous ns to have escaped considera- 
tion to date 

After considering the fossorial habits and the geographic distribu- 
tion of the ground mole, the possibility of this animal fulfilling the four 
anticipated features of a natural host for poliomyelitis was discussed by 
Rector in a recent article It is obvious that a higher percentage of the 
rural than of the urban population comes in contact with these animals , 
yet the prevalence of moles in the city parks offers urban dw ellers suffi- 
cient contact with them disregardmg trips to the country Furl her more, 
spots maps of urban epidemics of poliomyelitis frequently show' a 
centripetal spread 

Successful passage of the virus from mole to mole and from mole to 
Swiss mouse and cotton rat is reported Attempts to pass the virus to 
three monkeys have been unsuccessful, however Forty-three moles 
have been exposed to, or inoculated with, virus of poliomyelitis obtained 
from the following sources mouse bram experimentally infected with 
the rodent-adapted strain of Lansing virus, brain and spinal cord of a 
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human patient who died of poliomyelitis, and stools of four infected 
human beings Of these animals, but two have survived 

Two distinctly different types of terminal behanour are described 
The survival time of the infected animals is unpredictable, regardless of 
the source of the inoculum, the route of inoculation or the relative posi- 
tion of the animal m serial passage There is not any tendency of the 
virus to become fixed Possible routes of inoculation other than intra- 
cerebral have not been adequately investigated The absence of typical 
histopahtologic lesions of poliomyelitis m the moels and the Swiss mice 
and cotton rats in which passage of mole brain and spinal cord was 
effective is discussed, however the lack of such lesions is not unique m the 
mole, since the pathological condition observed in rabbits and monkeys 
does not duplicate that of the usual human or simian lesions 

Fifteen animals w r ere employed as controls for comparative studies 
of autolytic changes, dietary deficiency, ability of the mole’s bram to 
respond with mobilization of mflammatoiy cells, trauma of handling 
and reaction to foreign protein Investigation is still in progress concer- 
ning such questions as to which strains of virus the mole is susceptible, 
by what routes of inoculation infection is possible, whether the mole 
flea is a vector or possible intermediary host and the possibility of event- 
ually producing lesions 

(Rector L E.MD.St Louij Mo The Mole ns a Possible Reservoir of Polloim clilis A returns 
of Pathology 47 300 \prll, 1040 ) 

INDICATION OF EARLIER STAGES OF HUMAN HYPOXIA 
BY ELECTROENCEPHALOMETRIC MEANS 

Among the electroencephalometric features studied by these 
investigators, the most reliable means of indicating hypoxia is an increase 
of those 5-7 c/s w'aves which appear m trains of two or more Only 
two out of 107 subjects failed to show this increase before marked 
mental disturbances could be recognized, and it is believed that even 
these failures can be prevented when a modification in frequency 
characteristics of the measuring equipment has been done 

For an altitude of 25,000 feet, a postwarning safety interval of 
at least 60 seconds then can be expected m all of the normally reacting 
subjects and for 88 per cent of these the value is even greater than 
90 seconds In fainting types an almost simultaneous occurrence of 
warning and breakdown must be expected On account of the method 
used, hypoxia could be indicated earlier than previously has been done 
by the usual procedure of visually inspecting the EEG record The 
measurements presented in this paper were accompahshed with an 
artoxia indicating the warning device The results are m favor of its 
practical applicability 

(PmsV Johannes W , and Noell Werner K Indication of Earlier Stages of Human Hypoxia 
by Electroencephalometric Mean* Journal of A\mtion Medicine 19 420-434- December 3348 , 

HYPERTENSION AND TACHYCARDIA DUE TO CONCUS- 
SION OF THE BRAIN 

The neurovegetative manifestations, observed in the two cases 
of cerebral concussion reported by this author, differ m certain 
respects The first patient developed a sustained hypertension which 
persisted for several weeks and declmed gradually It w as accompanied 
by a permanent tachycardia but no significant elevation of temperature 
which would have been attributable to the cerebral injury as such 



Critical Notes and Abstracts 


279 


In the second patient there w ere numerous paroxysms of hypertension, 
tachycardia and hvpei pyrexia, alternating with fairly normal conditions, 
except for some mental disturbances, and subsiding spontaneously, 
only to be provoked anew and for a much longer period by a second 
concussion 

The symptoms and signs resemble those which ha\c been described 
in some eases of brain tumors located near the third ventricle (dien- 
cephalic autonomic epilcps\ ), m cases of encephalitis and of poliomyelitis 
of the upper medulla oblongata and in cases of essential hypertension 
and hypertension induced by pheocln 0111001 , toma A comparison of 
the symptoniatologi of these h\ pertensn e s\ ndiomes -with the ones 
due to cerebral injury suggests that all of these syndromes ha\c certain 
neurovegetatn e features 111 common -which may be attributed to an 
excess activiti of sympathomimetic amines, epinephrine sympathin, 
and encephnlin 

(Raab Wilhelm Burlington VI IBperlcnsion and Tachj cnrdlnc Due lo Condition of the 
Brain American Heart Journal 37 2J7 248 Tcbruarj 1049 ) 

INFECTIOUS MONONUCLEOSIS AND INFECTIOUS 
HEPATITIS 

This report piesents a study of 85 patients with clinical features 
and laboratory findings consistent with infectious (viral) hepatitis and 
infectious mononucleosis Twelve acutely ill patients were carefully 
selected to point out certain resemblances and differences in the two 
disorders According to the authors a serial study of heterophile 
antibody behavior, the flocculation tests, and certain hepatic function 
tests in these disorders indicated the following resemblances and 
differences 

(1) Significant increases in heterophile antibody titer occur only 
rarely in infectious hepatitis in contradistinction to infectious mono- 
nucleosis 

(2) The agglutinin m the serum of cases of infectious hepatitis 
differs from that in infectious mononucleosis m its absorbability by 
guinea pig kidney 

(8) In both infectious hepatitis and infectious mononucleosis 
the serum flocculation tests (cephahn cholesterol, colloidal gold, 
thymol turbidity and 18 hour turbidity ratio) show a marked tendency 
to be positive early and to remain positive for long periods 

(4) Liver function measured by the ratio of estenfied to total 
cholesterol is far less often abnormal in infectious mononucleosis tliari 
in infectious hepatitis Sulfobromophthalem excretion is also only 
occasionally abnormal in infectious mononucleosis 

(5) It is suggested that in infectious mononucleosis, even more 
clearly than in infectious hepatitis, the flocculation phenomena are 
associated primarily with alterations in the serum proteins and perhaps 
lipids They would appear to be l elated to the liver changes m the 
disease only insofar as the latter contribute to the alterations in the 
protein and lipid components of the serum 

(G) Serum alkaline phosphatase shows increased activity m most 
cases of both infectious mononucleosis and infectious hepatitis during 
the first month of disease Howeier, since most of the mononucleosis 
cases were not jaundiced while all of the hepatitis cases were jaundiced, 


280 


The Indian Physician , September 1949 


the mechanisms responsible for hyperphosphatasenna may not be 
identical m these disorders The degree of elevation of a serum 
alkahne phosphatase m non-jaundiced patients with infectious mono- 
nucleosis may occasionally be pronounced 

(Berk, J Edward Philadelphia, Pa , Shay Harry Ritter Joseph A , and Siplet Herman 
Infectious Mononucleosis and Infectious Hepatitis Studies Bearing on Certain Resemblances and 
Differences Gastroenterology II 658 671 >*o\ ember, 1018 ) 


Book Reviews and Notices 

ECTOPIC PREGNANCY by Dr K M Masani M D (Lond ), F R C 8 (Eng ) Pp 165, 
Price Ra 12/-. THE POPULAR BOOK DEPOT, BOMBAY 1949 

The book is written in seven chapters, each one dealing with a 
different aspect of the subject In the first chapter the author has 
given m chronological order the \ anous mile-9tones in the evolution of 
the present day knowledge of the subject They ore described thoroughly 
well and yet so briefly that its reading becomes untiring, interesting 
and inspiring History of the evolution of the theories, investigations 
and research of a scientific subject is the basis for its future progress 
This Dr Masani has given admirably w'ell 

Subsequent chapters deal with the aetiology, pathology, chnical 
signs and symptoms and treatment of the complication In the last 
chapter notes of a few cases have been included ns specimens demonstrat- 
ing unusual pathological and chnical features which might tax ingenuity 
of any obstetrician correctly and quickly to diagnose the complication 

Each chapter is written m detail, review ing and analysing uptodate 
literature on a particular aspect of the subject Dr Masani has brought 
to bear on his conclusions his own w'ork at the K E M Hospital and 
that of other Indian obstetricians 

In spite of this he has kept himself within reasonable limits of 
briefness Though there has been an enormous literature built up on 
the subject there is dirth of sucli volumes as w r ould present a compre- 
hensive survey of all that mass of knowledge Dr Masani, by bringing 
out such a volume, has filled this deficiency The book will be very use- 
ful to the postgraduates Obstetricians and research workers will find in 
it much interesting data and useful guidance The book is a welcome 
addition to the libraries of institutions and of individuals interested m 
the subject It is printed on art paper in fairly good size type and 
contains some illustrations of unusual specimens The general 
get up is pleasing All these features make the reading of the book 
easy, interesting and inspiring The book can be confidently commend- 
ed to students, pathologists and obstetricians 
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A STATISTICAL STUDY OF 1281 CASES OF 
CONGESTIVE CARDIAC FAILURE OR 
MYOCARDIAL INSUFFICIENCY 
IN INDIA 

(FROM A MEDICAL IN PATIENT POPULATION OF 80 104 PATIENTS AT THE K E M 

HOSPITAL, BOMBAY) 

by 

RUSTOM JAL VAKIL MD (Lond ) MJ1C.P (Lond ) 

(From the Cardiological Department, ICEAI Hospital, 

BOMBAA ) 

INTH ODUCTOIt Y 

In the opinion of Paul White (1946) “myocardial insufficiency 
giving rise to congestive heart failure is the commonest of the important 
functional disorders of the heait ” 

In order to understand our present day conception of cardiac failure, 
it is necessary to have an idea of what is meant by “ cardiac reserve ” 
or “ reserve power ” of the heart , these terms denote the “ power 
of accommodation ” of the heart to the various stresses and strains 
of life, a sort of “ safety-valve ” that comes into operation whenever 
the body, by indulging in excesses of any kind, tends to overwhelm 
the heart With failure of heart, there is a curtailment of this reserve 
power , if the latter disappears entirely, symptoms and signs of “ failure” 
or “decompensation” of the heart become manifest even in the “resting 
state,” quite apart from exertion 

“ Cardiac failure” or “myocardial insufficiency,” has been defined 
differently by different authors Beckman defines the condition as a 
“state of broken compensation in which the heart is no longer able to 
perform the amount of work necessary if the body as a whole is to 
maintain a condition of normal activity ” Fishburg defines it, from 
the clinician's standpoint, as a “limitation of the activities of the patient 
wlucli symptoms or signs leveal to be engendered by defective circula- 
tion of the blood ” Cnghton Bramwell defines it as “ an inability on 
the part of the heart to maintain an output of blood adequate to meet 
the requirements of the body ” Valul (1946) has given the following 
definition viz “ A limitation or curtailment of cardiac reserve (or 
reserve power of the heart) resulting m an inability on the part of the 
heart to cope with the demands imposed upon it by the body ” 
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Many different classificahons of cardiac failure have been proposed 
in the literature, only to be rejected subsequently on the grounds of 
being unsuitable or inadequate The tendency for the majority of 
British cardiologists is to consider cardiac failure under the two major 
divisions of (1) The “congestive form,” and (2) The “ischaemic 
form ” , the former is subdivided into the following subdivisions viz 
(A) “with irregular rhythm” and (B) “with normal rhythm ” The 
classification fails to recognize systemic and pulmonary congestion as 
distinct entities, a distinction of the utmost clinical value, as will be 
shown presently Also, this classification makes no attempt at re- 
cognizing certain individual “circulatory syndromes” or “symptom- 
complexes,” which are of utmost value from the points of view of both 
diagnosis and prognosis , they are merely grouped together under 
the generic caption of “ congestive cardiac failure” in spite of their 
displaying recognizable clinical characteristics 

From the point of view of suitability, the following classification, 
primarily evolved in France and later modified in America, is deserving 
of umversal adoption 

Cardiac Failure 


I 4 

Hypodlastolic failure or Hyposystohc failure or 

diastolic failure systolic failure 


4 


Left sided or left \entricu- 
lar failure or Asy stole gauche 


4 

Right sided or right \ entri- 
cular failure or Asystole 
droite 


“Mixed form”, or Combined 
Ventricular failure, or Uni 
vcrsal failure of the heart, or 
Left and right sided failure 


Cardiac failure according to this classification may arise primarily 
from a “ deficient emptying of the heart during systole ” (Hyposystohc 
failure or systolic failure) or from “ inadequate or defective diastolic 
filling of the cardiac chambers during diastole ” (Hypodiastohc 
failure or diastolic failure) , the latter form of failure, in actual practice, 
is encountered much less often than the systolic form The systolic 
or hyposystohc cardiac failure has been subdivided by French clinicians 
into two distinct syndromes, depending on which ventricle fails first, 
viz (1) left sided or left -ventricular failure, -and (2) right-sided or right 
ventricular failure To this, may be added, a third form, viz (8) the 
“mixed form,” where both ventricles get affected either simultaneously 
or one after the other, resulting in a rather complex clinical picture 
In hospital practice, where cases are more often than not in a state of 
advanced disease, this third form of systolic failure is encountered 
with great frequency (as will be obvious from our data) 

Attempts to further subdivide each of the above-mentioned entities 
into “ auricular failure ” and “ ventricular failure ” serve no useful 
purpose and merely confuse the issue at stake 

Left-sided or left ventricular failure, by resulting m engoigement 
or congestion of the pulmonary or “ lesser circulation,” leads to the 
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following rather characteristic picture viz (!) Dyspnoea, which may 
be paroxysmal and nocturnal (the so-called “cardiac asthma”) or 
exertional or continuous or postural ( i e orthopnoea) (2) Persistent 
cough, often with brownish expectoration containing the so-called 
Herzfeslilcrzellen or “heart-failure cells” (8) Pulsus alternans, a sure 
indication of myocardial fatigue or exhaustion In very rare cases, 
a corresponding “ electrical alternation ” m the electrocardiogram, 
such as has been reported by me in three cases (Vakil, 1946) (4) 
Gallop rhythm or Bruit de galop (5) Absence of oedema, venous 
engorgement and hepatomegaly, except on rare occasions (5) Signs 
indicative of pulmonary congestion, such as basal crepitations, “func- 
tional emphysema,” rhonchi etc (6) Radiological evidences of left 
ventricular enlargement and pulmonary engorgement (7) A characteris- 
tic prolongation of the “arm to tongue” with a normal “arm to lung” 
circulation time (8) A normal or practically normal venous pressure 
(9) Diminished “vital capacity” of the chest (10) Attacks of acute or 
“subacute pumonary oedema,” the so called “exudative foim’, 
of pulmonary congestion Attention was drawn, in 1946, to a common, 
although neglected symptom complex or syndrome in these cases 
(definitely commoner then “acute pulmonary oedema” for winch the 
designation of subacute or chronic form of “pulmonary oedema”) 
was proposed (Vakil, 1946) 

Right-sided or right ventricular failure, by leading to a systemic 
rather than a pulmonary congestion, occasions the following clinical 
picture, mz (1) Cyanosis fairly often, (2) Dyspnoea, more often exertional 
or continuous, (8) Venous engorgement with raised venous pressure 
Lewis has described a useful neck- vein sign in this connection, (4) Liver 
enlargement with tenderness The William Pasteur or Hepato-jugular 
reflex may be of diagnostic value, (5) Oedema, winch may become 
generalized, (6) Ascitis or hydrothorax (the latter being more often 
right-sided ) 

Mixed Failure or Universal cardiac failure displays an assortment 
of symptoms and signs, a combination of the individual clinical charac- 
teristics of the two forms of systolic failure, described above Certain 
forms of cardiac failure with clinical peculiarities have been described 
in the literature under the designations of “Bernheim’s syndrome,” 
“Asystole Hepatique,” “Pericarditic form of failure” etc 

In 1942 I published a clinical and aetiological study of 600 cases 
of Heart-failure, observed in Bombay, India (Vakil, 1942) The present 
pnper presents an entirely new and much larger senes of clinical cases 
of cardiac failure, in order to present further insight into this important 
problem 

Aetiological Classification or Grouping of Heart Diseases 

General interest in the aetiological incidence of heart disease has 
been growing rapidly since 1914, when Cabot, in his monumental paper 
on “The Four Common Types of Heart JDisease,” focussed for the 
first rime the attention of the medical profession on the value of an 
aetiological approach to the subject of classification of heart disease 

Since that time, much has been said and written on the merits 
and demerits of this new approach to the heart problem It is to the 
Criteria Committee of the American Heart Association that we owe 
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a debt of gratitude for putting the whole matter on a workable footing 
Besides presenting a comprehensive classification of Diseases of the 
Heart, along aetiological lines, they have standardized the procedure 
of allocating heart-cases to their respective classifications For the 
purpose of the present paper, we have adopted the classification of the 
Criteria Committee (except for a few necessary modifications here and 
there) 

Objects of study The mam objects of the present study were (1) To 
determine the frequency or incidence of cardiac failure cases m India 
(2) To determine the exact role or relative incidence of different aetiolo- 
gical factors m the causation of cardiac failure (8) To determine the 
relative incidence of the types of cardiac failure m different aetiological 
groups of heart disease (4) To analyze the mortality rates of cardiac 
failure cases m the different aetiological forms of heart disease 

Selection and Nature of Material 

During the five-year period, from 1941 to 1945 (inclusive) 80,104 
medical inpatients were treated at the K E M Hospital, Bombay 
A critical survey of the case records allowed us to sort out 1860 eases 
of “organic heart disease” for further statistical study (giving an 
incidence of 6 2%) 

Results of investigation 

There were 1281 cases of cardie failure m our series of 1860 cases 
of cardiovascular heart disease, giving an indicence rate of 68 8%, 
in other words, over two-thuds of our cases of heart-disease also dis- 
played cardiac failure 

There were 1281 cases of cardie failure m a medical in-patient 
population of 80104 patients at the K E M Hospital i e an incidence 
of 4 8% of all medical admissions That is, one admission in every 
28 at the K E M Hospital, displayed cardiac failure 

Aetiological Grouping of our cases 

In accordance with the Report of the Criteria Committee of the 
American Heart Association on the Aetiological grouping of heart- 
disease, 1281 cases of cardiac failure m our senes, were classified as 
follows — (See Table I) 

TABLE I 

AETIOLOGICAL CLASSIFICATION OF HEART FAILURE CASES 
(1281 cases) 



Aetiological group 

No of Failure cases 

Percentage Incidence 

1 

Congenital 

8 

0 0 

o 

Kheuruatlc 

375 

20 3 

3 

Syphilitic 

150 

11 7 

4 

Bacterial 

7 

0 0 

B 

Hypertensive Coronary 

400 

31 3 

6 

Pulmonary 

110 

0 3 

7 

Miscellaneous ond Unknown 

222 

17 2 


All Cases 

3281 

100 0 


It will be observed from Table I, that under the joint-designation 
or caption of “Hypertensive-Coronary” ne have included two distinct 
groups of cases viz cases of hypertensive heart disease and cases of 
coronary artery disease This proved necessary because of the large 
“overlap” between these two groups, a very large number of cardiac 
cases exhibiting hypertensive and coronary disease at the same time 
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throughout our studies on heart disease, the term “ arteriosclerotic 
heait disease ” (suggested by the Criteria Committee and adopted by 
numerous writers on the subject) has been replaced, in accordance 
with the advice of Sprague and White (1085), by the much more suitable 
designation of “ Coronary Artery Disease” or “ Coronary Heart 
Disease ” 

In the group marked “ miscellaneous,” in our Table, are included 
cases of cardie failure of diverse aetiological origin, such as thyrotoxi- 
cosis, severe anaemias, “beri-beri” or gross vitamm deficiencies, obesity, 
diphtheria, trauma, kypho scoliotic and other chest deformities etc 

In the group marked “unknown,” are included eases where we 
have failed to determine the causative aetiological factor or factors 
In India, laboratory facilities are, as yet, not freely available whilst 
post-mortem examinations are seldom if ever permitted , it is therefore, 
only natural that many of our cardiac cases remam undiagnosed or 
unclassified to the very end 

Table I illustrates the importance of individual aetiological factors 
m the causation of heart-failme in India The following features are 
particularly note- worthy viz (1 ) The great importance of high-blood 
pressure and coronary disease, which jointly account for one- third of all 
the cases (2) Next m importance comes the group of rheumatic 
heart disease, which accounts for almost 80 % of all cases This high 
incidence of rheumatic involvement of the heart m the tropics is not 
sufficiently appreciated by the medical profession In our experience, 
the incidence of this disease is not lower than observed m most Western 
countries (8) The importance of cor pulmonale m the causation of 
heart failure, accounting as it does for almost 10% of one-tenth of all 
our cases of failure Even in Western countries, pulmonary heart 
disease is said to account for but a small percentage of heart-cases. 
That such is not the case, at least in India, has already been stressed, 
previously, (Vakil, 1942) (4) The three major forms of heart disease, 

mz hypertensive, coronary and rheumatic, jointly, account for as 
many as 60 6% of all our cases (i e practically two- thirds) 

In this connection, we might mention that Boyer, Leach and 
White (1940) after an analysis of 1000 ease of cardiac failure gave the 
incidence of fundamental causes as follows (1) Hypertension 46 9% 
(21 8% without and 25 6% with coronary disease) (2) Coronary disease 
41'4%(15 8% without and 25 6 % with hypertension) (8) Rheuma- 
tic heart disease 25 7% (4) Syphilitic heart disease 8% (5) Cor Pul- 
monale 2 5% (6) Galcareons aortic stenosis 7 % (7) Congenital 

defects 0 7% and (8) Miscellaneous and Unknown 2 1 57% 

TABLE II 


The Incidence of Heart Failure In different aetiological groups of Heart Disease 


Aetiological Classification 

No of cases of 
heart disease 

No of cases of 
cardiac failure 

Percentage incidence 
of failure in group 

1 

Congenital 

10 

8 

42 1 

o 

Rheumatic 

401 

375 

81 5 

3 

Syphilitic 

240 

150 

62 5 

4 

Bacterial 

20 

7 

35 0 

5 

Hypertensive coronary 

617 

400 

64 8 

0 

Cor pulmonale 

180 

110 

64 0 

7 

Miscellaneous dfc unknown 

317 

222 

70 0 


All Case* 

1860 

1281 

68 8 


* 
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Taking all forms of heart-disease, the incidence of heart failure works 
out at 68 8% (i c slightly over two-thirds of all cases) 

The highest incidence of failure was noted in the rheumatic group 
of cases (8] 5%) Next in order, came the miscellaneous and unknown 
group, the hypertensive-coronary group, the pulmonary group and the 
syphilitic group, with an incidence of 60 to 70% The incidence of 
failure was low in the congenital and bacterial groups of heart disease 

Distribution of Types of Cardiac Failure 

For all cases Of the 1281 cases of our series, 218 cases (or 16 6%) 
were Left-sided or left ventricular, 357 cases (or 27 9 %) were nght-sided 
or right ventricular and 711 cases (55 5%) were of the “mixed,” 
“universal” or “left and right sided combined” variety 

In other words, over one-half of our cases were of the combined 
variety whilst only 1 case in six was of the left ventricular variety 
In private practice, where early cases of heart disease are the lule, 
the incidence of left ventucular variety is much higher and surpasses 
in incidence, the other two varieties 

Distribution of Types of failure in different aetiological groups ( See 
Table III) 

Of the 8 caoes of congenital heart disease with cardie failure, 6 
had right-sided, one had left-sided and one had the mixed variety of 
failure 

Of the 875 cases of rheumatic heart disease with failure, the 
latter was left-sided in 56 cases (14 9%), right-sided m 181 cases (48 6%) 
and mixed in 188 cases (36 5%) 

table ni 

Distribution of types of failure in different aetiological groups 
(rjgurei expressed In percentage only) 


1 

c 


Cl 


o 






13 O 




«c 

a 


s 





Left sided 

12 5 

14 0 

18 7 

0 0 

24 5 

1 7 

12 0 

10 

0 

Right sided 
‘MNed 

75 0 

48 0 

8 0 

14 3 

2 5 

70 5 

26 2 

27 

0 

12 6 

80 6 

73 3 

85 7 

73 0 

21 8 

02 2 

55 

6 


Of the 150 cases of syphilitic heart disease with failure, the latter 
was left-sided in 28 cases (18 7%), right-sided m 12 cases (8%) and 
mixed m 110 cases (78 8%) 

Of the 7 eases of bactenal endocarditis with failure, one had light- 
sided and six had the mixed variety of failure. 

Of the 400 cases of hypertensive coronary disease with failure, the 
latter was left-sided m 98 cases (24 5%), right sided m 10 cases (2 5%) 
and of the mixed variety in 292 cases (78%) 
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Of the H9 cases of pulmonary heart disease with failure, 2 had 
left sided failure (1 7)%, 91 had right-sided (76 5%) and 26 cases had 
mixed failure (21 8%) 

Of the miscellaneous group of 222 cases with failure, 28 had left 
sided (12 6%), 56 had right sided (25 2%) and 188 had mixed failure 
(62 2%) 

Amongst the important groups of failure cases, the highest relative 
incidence of left ventricular failure was noted in the Hypertensive- 
coronary group (24 5%) and the lowest in the Pulmonary group 
(1 7%) The highest lelative incidence of right ventricular failure 
was noted in the Pulmonary group (76 5%) and the lowest in the 
Hypertensive-coronary (2 5%) and the Syphilitic groups (8%) 

The lelative incidence of the mixed vaiiety of failure was high in 
the Syphilitic (78%) groups and low in the pulmonary group (21 8%) 

In the case of congenital, rheumatic, and pulmonary groups of 
heart-failure, right-sided failure was the commonest variety of failure 
encountered On the other hand, in the Syphilitic, bacterial, hyper- 
tensive-coronary and the miscellaneous groups of failure, the mixed 
variety of failure was encountered with the greatest incidence Pre- 
ponderant incidence of left ventricular failure was not encountered 
in any of our groups of eaidic failure 

An acliological analysis of individual forms of Caidiac Failure ( See 
Table IV) 

Left sided failure Of the 218 cases of Left-sided failure, in our 
series, the netiological grouping of the cases v as as follows — 


1 

Congenital group 

1 case 

0 5% 

o 

Rheumatic group 

50 eases 

20 8% 

3 

Syphilitic group 

28 „ 

13 2% 

4 

Bacterial 

no ,, 

0 0% 

5 

Hypertensive coronnrj group 

08 „ 

46 0% 

0 

Pulmonary group 

2 „ 

0 0% 

7 

Miscellaneous Si Unknown group 

28 „ 

13 2% 


table rv 

An Aetlologtcal Analysis of individual forms of Cardie Failure* 
(Figures expressed In case numbers and percentages) 



Aetiologlcal group 

Left- sided 

Right ilded 

Mixed forms 

All forms 



No 

% 

No 

o/ 

O 

No 

% 

No 

% 

1 

Congenital 

1 

0 5 

0 

1 7 

1 

0 15 

8 

0 0 

o 

Rheumatic 

50 

20 8 

181 

50 7 

138 

10 4 

375 

29 3 

3 

Syphilitic 

28 

13 2 

12 

3 4 

110 

15 5 

150 

11 7 

4 

5 

Bacterial 

Hypertensive 

Coronary 

0 

0 0 

1 

0 3 

0 

0 0 

7 

0 0 


08 

40 0 

10 

2 8 

202 

41 0 

400 

31 3 

0 

Pulmonary 
Miscellaneous cfc 

2 

0 0 

01 

25 4 

2G 

8 7 

110 

0 3 


Unknown 

28 

13 2 

60 

15 a 

138 

10 4 

222 

17 2 


All Forms 

218 

100 

357 

100 

711 

100 

1281 

100 


From the above, it will be observed that almost half of all our 
cases of Left-sided failure belonged to Hypertensive-Coronary group. 
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About a quarter of all the cases belonged to the rheumatic group Less 
than 1 % of the cases were of pulmonary origin 

Right-sided failure Of the 857 cases of right-sided failure, m our 

series, the aetiological grouping was as follows 


1. 

Congenital group 

0 cases 

1 7% 

2 

Rheumatic group 

181 „ 

50 7% 

8 

Syphilitic group 

12 „ 

3 4% 

4 

Bacterial group 

1 „ 

0 8% 

6 

Hypertensive Coronary group 

10 „ 

2 8% 

0 

Pulmonary group 

91 „ 

25 4% 

7 

Miscellaneous 

50 „ 

15 6% 


From the above, it 17111 be noted that one-half of all our eases of 
right-sided failure belonged to the rheumatic group whilst one-quarter 
belonged to the pulmonary group The syphilitic group accounted 
for only 8 4% of our cases whilst the largest group of all viz the hyper- 
tensive-coronary group accounted for but 2 8 % of all cases 

Mixed Failure — Of the 711 cases of mixed failure m our series, 
the aetiological grouping was as follows — 


1 

Congenital group 

1 

case 

0 15% 

2 

Rheumatic group 

188 

cases 

10 4% 

8 

Syphilitic group 

110 

*» 

15 5% 

4 

Bacterial group 

0 

>> 

0 9% 

5 

Hypertensive Coronary group 

292 

9 > 

41 0% 

0 

Pulmonary group 

20 

JJ 

8 7% 

7 

Miscellaneous 

188 

»» 

10 4% 


From the above, it will be noted that 41 % of all cases of mixed 
failure belonged to the Hypertensive-coronary group The low 
incidence of the pulmonary group (8 7%) should be noted 

Mortality studies of Cardie Failure cases (1281 cases ) 

Of our 1281 cases, 852 proved fatal i e a deatli rate of 27 5% 
In other words, about one case m every four, admitted to Hospital 
for Cardie failure, proved fatal The rest were discharged from hospital 
either “cured,” “improved,” “no better” or “against medical advice ” 

In a previous series of 600 cases of cardie failure, of diverse aetiology, 
studied in 1942, (Vakil, 1942) the death-rate was somewhat higher 
Viz 40 8%, 248 out of 600 cases proving fatal 

Mortality rates of different aetiological groups (Table V) 

From Table V, we obseive that the highest death-rate (viz 100%) 
was noted in the case of the bacterial endocarditis Not one case 
subacute or acute, admitted at theK E M Hospital m 5 years, left the 
hospital alive in spite of all efforts at treatment Of the remaining forms 
of heart-failure, the highest death-rate was noted in the case of chrome 
pulmonary heart disease viz 44 6% Next m ordei came the 
miscellaneous group (87 4%), the syphilitic group (81 8 %), the congeni- 
tal group (25%) and the rheumatic group (28 2%) The lowest 
death-rate, suprisingly enough, was noted m the case of the hyperten- 
sive-coronary group (viz 18 3%), vhich is often regarded by our 
profession as bemg perhaps, the most “ deadly ” 
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TADLE V 

The Mortality Rates of Cardiac Failure Cases, from the aetiological standpoint 

(1281 cases) 



lrhofogfcaf Classification 

No of cases 
admitted 

No of cases 
died 

Percentage 

mortality 


1 

Conccnitnl 

6 

o 

25 0 


o 

Rheumatic 

375 

87 

23 2 


1 

Syphilltlo 

1G0 

47 

31 3 


4 

Bacterial 

7 

7 

100 0 


G 

Hypertensive coronary 

400 

78 

18 3 


0 

Cor pulmonale 

no 

53 

44 0 


7 

Miscellaneous Unknown 

ono 

83 

37 4 



AH Cases 

1281 

352 

27 5 



SUMMARY AND CONCLUSIONS 

1 The subject of cardiac failure is briefly discussed from the points 
of view of definition, classification and clinical recognition 

2 A short statistical study is presented of a series of 1281 cases 
of cardiac failure from a total of 1860 cases of heart disease Cardiac 
failure cases accounted for 68 8% of cases of heart disease and 4 3% 
of all medical cases admitted 

8 An aetiological grouping, is presented of our cases of cardiac 
failure, 81 8% of our cases belong to the hypertensive coronary group, 
29 8% to the rheumatic group, 11 7% to the syphilitic group and 9 8% 
to the pulmonary group 

4 The percentage incidence of cardiac failure is determined for 
each aetiological group of heart disease In the rheumatic group of 
heart cases, 81 5% display failure The corresponding incidence of 
failure for the hypertensive-coronary group is 64 8 %, for the pulmonary 
group 64% and for the syphilitic group 62 5% 

5 16 6% of all failure cases are of left-ventricular type, 27 9% 
of the right- ventricular type and 55 5% are of the so called “mixed” 
or “universal” variety of failure An aetiological grouping is presented 
of each variety of cardiac failure 

6 The death-rate for all cases of failure is 27 5% The death- 
rate is highest (100%) in the bacterial group, 44 6% for the pulmonary 
group, 81 8% for the syphilitic group, 28 2% for the rheumatic group 
and only 18 8% for the hypertensive coronary group 
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THE EFFECT OF SULPHYDRYL COMPOUNDS ON 
THE IMMEDIATE TOXIC REACTIONS OF NEPTAL 

by 

H B SWIFT C L MALHOTRA and K N SARBEN 

Department of Pharmacology di Therapeutics, Medical College, AMRITSAR 

Introduction — In an earlier publication from tins Department 
(Swift and Malhotra), the following conclusions had been drawn regard- 
ing the various compounds used in the prevention of the immediate 
toxic effects caused by intravenous injection of Neptal 

1 Dilution and slow intravenous injection lessens the toxicity of 
mercurial diuretics on the heart, but cannot prevent a fatal reaction , 

2 Adrenaline can improve the heart poisoned by Neptal , 

3 Piocaine prevents fibrillation caused by Neptal provided the 
latter is given m minimum lethal doses , 

4 Magnesium sulphate and Qumidine sulphate are not effective 
in preventing the fibrillation caused by Neptal though the latter delays 
the appearance of fibrillation 

The present study was undertaken to determine if some of the sul- 
phydryl compounds could be effective in the prevention of such toxic 
reactions It may be mentioned m this connection, that the compound 
principally used was BAL (British Anti-Lewisite , 2 8 — dimercapto- 
propanol), but the effects of certain other tluol compounds were also 
noted These other compounds were prepared by the chemist of our 
Department (K N S ) As the quantities available were too small for 
repeated experiments, it is not advisable to draw any definite conclusions 
regarding these Further work in this direction is being maintained 

2 Bncf survey of thiol compounds used against intravenous mercurial 
diuretic poisoning — In tins connection, the work of Farah and Maresli 
(1948) is very important They have studied in detail the effects of 
certain sulphydryl compounds, as cysteine, glutathione, and BAL, etc , 
on diuresis and renal and cardiac circulatory changes caused by mersalyl, 
and have come to the following conclusions — 

(1) That the diuretic action of mcisnlyl is counteracted by BAL 
and is abolished by the administration of half a molecule of BAL foi 
every molecule of mersalyl , 

(2) That cysteine and glutathione do not interfere with the diure- 
tic action of mersalyl in dosages upto 50 or 120 times respectively those 
of BAL, 

(8) That mersalyl when given intravenously 1 ' produces sevei e cardiac 
toxic effect which can be prevented or abolished by the ditlnol BAL 
as wellas by monothiols, cysteine and glutathione, or thioglycolhc acid 

(4) They have further shown that contrary' to ditlnol BAL, the 
monothiols, cysteine and glutathione, m doses fully active against the 
cardiac effects, do not decrease unnary flow in the normal animal nor 
do they' counteract the diuretic action of mersaly'l 

3 In our lecent investigations ice have used the following thiol com 
pounds in addition to BAL — 
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(1) Tlnourcft (IV) 

(2) 2 — mercapto — 4 1 — diphenyl — 5 — Imidazolone (VIII) Thus 
2 — (5 — Imidazolone) thiol has been abbreviated, as “Thiohydantomate 
— B” in the chart 

(3) Thiobcnzimidazolone (IX) Named “Imidazolone” in the 
chart 

(4) 2 — Thiozohne — 2 — tluol, (X) 

(5) 4 — Hydroxy — 5 5 — diethyl — 6 — keto — 5 G dihydropyrimidine 
— 2 — thiol, (XI) Named “Tluobarbiturate — c” in the chart 

(G) 2 — dimethyl — tlnozolidine — 4 — carboxylic acid, (XII) Named 
“Thiozohdine — A” in the chart 

table r 


CIIOII— CIIOH— CHSU 


CHSH— CH— COOH 
3 I 
NH 


(I) (U) 

UO OC CH (NH,)— CHCH— CONH— CH (CH,SH)— CONHCHaCOOII 


S 

I 

HN— C— NH 

3 3 


(IV) 


(III) 

SH SH 


HN-C-NH, 


HN-C— NH Ac 


(V) 


(VI) 


SH 

1 


HN ~ C — NH — (Qn — N < r 


Q>C- 


-NH 


/\/ 


NH ' 


OC C-8 

N 

H 


»C-S 




NH 


H,C— N 
hI) C— SH 

3 V 

S 


(VII) 

0 

1 

c 


2>c, 

0 = 0 


NH 

C-S 


N 

II 


(VHI) 


2>c, 


o c 


OH 

c! 


N 

C— SH 


N 


(IX) 


(X) 


,n *>c 

me ^ 


HN — CH — COOH 

l I 

CH, 

V 

s 


(XI) 


(XII) 


4 Method — All the experiments were carried out on dogs under 
paraldehyde anaesthesia, 2 c c per Kg body weight In some of the 
expei iments the chest was opened and artificial respiration carried on, 
while in others simple blood-pressure tracings were considered to be 
sufficient and so the chest was not opened and no artificial respiration 
carried on The drugs in every case were injected directly into the 
femoral vein A few preliminary experiments were repeated to ascertain 
the minimum lethal dose of Neptal for dogs, and it was found as in our 
previous communication (loc cit ) that 8£ m per kilo, of body weight 
was the MLD We have selected three of these tracings to show the main 
results See Figs I and H and III of the new drugs tried, on page 297 
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Discussion — There is experimental and clinical evidence to show 
that sudden death may occur after intravenous injection of mercurial 
diuretics in a certain proportion of cases Further, the experimental 
evidence points out that these reactions occur because of disturbances in 
the specific heart musculature resulting m ventricular fibrillation 
Various attempts have been made from time to time to find out certain 
substances winch, if added to the mercurial diuretics, could prevent fatal 
reactions in humanfjbeings Pmcs etel (1949) have carried out experim- 
ents on dogs and come to the conclusion that magnesium sulphate has a 
suppressive effect upon the ventricular fibrillation produced by the 
administration of mercurial diuretics They observed aveiy favourable 
action of 0 5 cc of a 20% solution of magnesium sulphate upon the 
course of the heart intoxication due to mtracardiac or intravenous 
injection of Esidrone 

We lepeated some of the exjienments but did not find magnesium 
sulphate effective in preventing fibrillation after Neptal or Esidrone 
On the other hand, we w ere convinced by our experiments that (loc cit ) 
procaine hydrochloride, 1%, ] c c prevents fibi illation caused by mini- 
mum lethal doses ( 8 } m per kilo body weight) of Neptal when the in- 
jection was given slowly (2 mmutes) Procaine does not prevent 
fibrillation, however, if the dose of Neptal is large 

Meanwhile the advent of BAL and other thiol compounds marked a 
new era in this direction It has been shown by Long and Farah that 
cysteine, glutathione, and BAL markedly reduce the cardiac toxicity 
of mersalyl Their findings have been confirmed by Lehman who used 
thioglycolhc acid Later, Farah and Maresh earned out their work 
m order to study the effect of these sulphydryls on the diuretic action of 
mersalyl and to find whether abolition of cardiac toxicity can be obtained 
only at the expense of abolition of kidney action, and their results have 
already been formulated 

Our work also confirms that BAL maikedly reduces the cardiac 
toxicity of Neptal Thus, though BAL is an antidote to the mercurial 
diuretics in the sense that it prevents the fibrillation caused by I /V 
injection of Neptal, its great drawback is that it also neutralises the kid- 
ney action of the Neptal Hence, m actual -practice , it is not of much 
value m therapeutics, since the combination of BAL would defeat the 
very purpose for which Neptal is being given 

Besides, amongst the thiol compounds tested by us, “Thiozohdme 
— A” definitely checks the fibrillation produced by Neptal In place 
of the monothiols, as 2-3 — dihydroxy — propan — 1 — thiol, (I), which 
had been found to be ineffective, and he monothiol — carboxylic acids, 
as systeine, (II), and glutathione, (III), which are weak antidotes m 
I/V Neptal poisomng, it was proposed to study thiourea, (IV), and its 
derivatives which in the tantomenc form (V) are known to possess a 
thiol structure and can react with metallic compounds In case of its 
activity, its inherent toxicity was to be lowered by the introduction of 
short chains, (VI), or long dialkylammoalkyl chains, VII But thiourea 
was found to be inactive, and so its cyclic thiodiureides were tested, 
out of which only thiazoline — 2 — thiol, (X), could somewhat delay the 
onset of the toxic reaction Next, it was thought desuable to try some 
cysteine derivatives, for systeine was active In view of the characteris- 
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tic fission of thiozolichncs with mercury compounds, this series was tried, 
the first compound of which, “tlnozohdme — A” was found tobe definitely 
cffcctiv c in checking the fibrillation produced by Neptal Further work 
is m progress But nc conclude that the thiol compounds containing 
the pharmacophores 
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orc\cn(c) C — C — C as in (XII) 

U 

(which_represents a sulphide linkage in place of the sulphadryl) are 
active, perhaps due to the anchoring action of the nitrogen atom on the 
neighbouring carbon in combating the toxicity of the I/V mercunal 
diuietics 

' CONCLUSION 

1 BAL is effective m preventing the fibrillation caused by 
intravenous Neptal only if it is given immediately after the latter 

2 2 — Dmiethyltlnahdine — Carboxylic acid also prevents the 
fibrillation caused by Neptal 
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Editor s Note — A mercurial diuretic with Sulphjdrjl radicle replacing IheophvlIInc Is now 
put on the market b} Campbell Products of New ^ork under the name of THIOMERIN (Mercop 
toracrin) which Is nontoxic and painless, and may be injected subcutaneous!} 
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KALA-AZAR: AN ENDEMIC FOCUS IN BOMBAY* 


by 

Y M BHENDEf, md N FlGUEREDOff, m bbs., B. lly 

N M PURANDAREf, md S D DESA /*f, mbbs 

D D BANKERf, md 

In India, the geographic distribution of kala-azar, though extensive, 
is believed to be confined to the eastern side of the peninsula 10 Here 
it extends in the north to the foot-hills of the Himalayas and in the south 
as far as Cape Camonn Bengal, Assam, Bihar, Orissa, and, Madras 
are the most heavily infected centres , m the first tv, o provinces even 
epidemics have been noted In the United Provinces it occurs as far 
west as Lucknow and a few indigenous cases have been reported from 
Allahabad 10 Outside these endemic zones a few asporadie cases have 
been seen in the Punjab, in the North West Frontier Province, on the 
west coast of India in the Madras Province, m Ceylon, and, in Burma , 
but, an indigenous origin for some of these places is doubtful or has been 
denied 8 The nearest suspected (but as yet unproved) endemic focus 
to Bombay is Goa 11 Recently, a single proved indigenous case has 
been reported from Jaipur, 4 and, last year, 2 such cases have been en- 
countered in Lahore 3 The distribution of kala-azar in India today, 
as compiled from the information available, is indicated by a map of 
India (Fig 1) It may be emphasised that for many of the places shown 
the incidence has been worked out not by systematic surveys but from 
the number of cases reported from those areas , this is specially so for 
most of the places excluded as non-endemic zones for kala-azar 

Hitherto, both the province of Bombay and city proper have been 
considered “dry” areas for kala-azar and the few cases encountered 
locally f tom time to time have been classed ns “imported”, mearfmg 
thereby that the affected individuals had caught the infection outside 
in some endemic zone and had migrated to Bombay subsequently 
During the last 2 or 8 years, however, the feeling has grown that at least 
m some of these cases detected in Bombay the circumstances are such 
as do suggest an indigenous origin from a local source of infection Cer- 
tainly many more such cases have been seen but, only 2 have been re- 
ported so far In both these cases the diagnosis was made by (I) 
demonstration of the Leisliman-Donovan bodies in smears of the sternal 
marrow , and (2) growing the leptomonas from the marrow or the peri- 
pheral blood In the first case 14 the patient was a resident of Bombay 
for 22 years and during that time the only outside place he had visited 
was Poona (a “dry” area about 120 miles from Bombay) In the 
second case 13 the patient had resided in Bombay continuously for 18 
years and the only outside place he had visited was Bassem (again a 
“dry” area about 40 miles from Bombaj r ) Both these cases have been 
detected during the last 8 years 

* A paper read at the 04th meeting of the Seth G S Medical College A K E M HospltalStafl 
Society held on 9th July 1940 

t From the Department of Pathology and Bacteriology, Gordhondas Sunderdna Medical College, 
Par el Bombay 

ft From the Acmorth Leper Home, Matunga Bombay 
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Fig — 1 — Exp obicr\rttlon No 2 (page 202) 
Fig — 2 — No 3 (page 202) 

Fig — U — No 7 (page 20d) 
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It may be granted, then, that there is strong but circumstantial 
evidence for the possible existence of an endemic focus of kala-azar in 
Bombay A chance observation of one of us — to wit, the detection of 
2 cases of kala-aznr at autopsy during the course of a single week and in 
patients coming from the same source — gave us an opportunity to 
undertake a detailed investigation We believe we have proved the 
existence of an endemic focus of kala-azar m Bombay The results of 
our investigations were summarised in a preliminary communication 8 
Tins paper gives the details of the work and presents the findings up-to- 
date 

1 Outbreak of Kala-azar in a Local Institution — Whenever possible 
all the bodies from the Acworth Leper Home, Bombay, are submitted 
for autopsy to the Department of Pathology and Bacteriology of the 
Gordhandas Sunderdas Medical College From April 1948 to the end of 
May 1949, autopsy was performed on 22 such bodies Of these, 11 pa- 
tients were found to have suffered from kala-azar in addition to leprosy 
The diagnosis of kala-azar was made by (1) demonstration of L donovam 
m smears made from the spleen, and/or, (2) demonstration of the para- 
sites in sections of the organs (mostly the liver and the spleen) Figure 
2 shows the Leishman Donovan bodies m a smear made from the cut 
surface of the spleen and figures 8 and 4 illustrate the histopathologic 
findings in the liver and the spleen respectively The histological 
sections of cases referred from the Acworth Leper Home prior to April 
1948 were restudied but m the material up to January 1945 no more 
cases have been discovered Material pnor to this date is, of course, 
being scrutinised , however, we feel it unhkely that any cases will be 
found The incidence of a senes of 11 cases of kala-azar diagnosed at 
the autopsy in matenal coming from a single institution during a period 
of 14 months suggested the possibility of a localised outbreak. A 
further natural inference was that there must necessarily be among 
the present inmates of the Home some more cases of kala-azar The 
Acworth Leper Home accommodates some 400 patients, and, though, it 
would have been ideal, it was not possible to investigate every patient 
by either a sternal marrow biopsy or a splemc puncture The practical 
plan adopted was to collect the sternal marrow from any patient who 
had either (1) an enlarged spleen and/or(2) whose serum gave a positive 
Napier’s aldehyde test Up-to date 857 patients have been tested, and, 
25 proved positive (13 strongly positive and 12 weakly positive *) 
Of these- 25 patients, 16 were negative, 7 are still under investigation, and 
2 have been shown to be suffering from kala-azar as shown by the pre- 
sence of L donovam in the smears of the sternal marrow and growth of 
the leptomonas in cultures on the N N N medium Similarly out of 
6 patients with splenomegaly 8 were proved to be cases of kala-azar 

Undoubtedly, due to the procedure we have adopted m our investi- 
gations, we must have missed some cases, especially the very early ones, 
as the aldehyde test first becomes positive 1 month after the onset of 
disease and is strongly positive only after 5 months 10 Nevertheless, 

* The technique followed was that described by Napier 10 If the scrum became 
solid and completely opaque within 15 minutes the test was considered as “strongly 
positive” , if it became solid and completely opaque within 24 hours the test was 
considered “weakly positii e ” In the “negatn e” test the serum remains r-lczr and 
sojidifleation Is of no significance 
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the incidence of 16 cases of Lala-a7ar in a single institution during a 
period of 14 months is by itself very suspicious of an indigenous origin 
The case records of every positive case were analysed to determine (1) 
the place from which the patient came (2) the duration of his stay at the 
Leper Home, which could be taken to mean the duration of Ins stay in 
Bombay Concerning this second point, above, it was found that -the 
determination of duration of these patients’ stay in Bombay proper 
from the total period of their segregation was misleading because many 
of them had absconded from the Home on one or more occasions 
and their movements outside could not be verified with certainty 
The period of defimte uninterrupted stay, m Bombay was, 
therefore, calculated in each case from the date of the last re-admission 
to the date on which death occurred, or, up-to-date in the case of pa- 
tients still ahve The data so obtained is shown in Table I It will be 



Fig 1 — Map of India showing the present distribution of Rain atar 

seen that 8 patients came from Madras (a proved endemic focus for kala- 
azar) 1 patient came from Goa (a suspected endemic focus) , 2 front 
the Central Provinces and Berar , 2 from Bangalore, and, the rest 
3 had their native places in the Bombay Province tvhich so far has been 
considered a ‘dry’area for kala-azar It may be emphasized that these 
figures indicate the minimum duration of these patients’ stay m Bombay 
The exact range of the incubation period of kala-azar is not knoivn, 
it is generally considered to be from 2 to 4 months 10 and the widest 
range may be assumed to be anything from f 0 days to 2 years 19 When 
the figures for the mimmum stay in Bombay are l elated to the incuba 
tion period it seems probable that many of our patients could have 
caught the infection m Bombay And, in the case of at least 5 of them 
with a minimum of 3 years’ uninterrupted stay m the Home (m one of 
these this was 13 years) we may safely presume that they v ere almost 
certainly infected locally In our opinion these figures suggest very 
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strongly that the u hole outbreak is of local origin nnd that it is not a 
chance accummulation of ‘imported’ material 

2 Presence of the Insect Vector ( Sand-flics ) in the Affected Locality 
— Controtersy still rages round the possible insect vectors of kala-azar , 
the bedbug, the (leas, the sand-flies and other blood-sucking diptera 
arc mam among those suspected 10 Some have even suggested that the 
infection may occur by the oral or the conjunctival route 19 The details 
may be read m the Reports of the Kala azar Commission, India 6 * 6 
Suffice it to say that the sand-fly is only insect-vector for which irrefut- 
able evidence has been obtained The next step m our investigations 
was, therefore, to find out if sand-flies existed in the wards and the com- 
pound of the Acvorth Leper Home There are no cattle sheds or 
live stock in the compound or in the vicinity of the Home, but, other- 
vise, the conditions necessary for the breeding of sand-flies are present 10 
By now we have trapped and examined some 983 “flics” of all kinds 
There was a large number of the members belonging to the family 
Psychodidac , these resemble the sand-flies but are not the insect- 
vectors for kala-azar Among our catch there are only 82 sand flies* 
[28 male , 9 female, (Fig 5) ] This small number caught may partly 
be explained by their actual scarcity during the dry months (Apnl, 
May and June) of the year , it may also be because of our method of 
trapping the flics ** The pastime of catching the sand-flies is still 
going on and we may be able to catch them in larger numbers after the 
rain has cooled down the weather The insect-vector proved responsible 
for the transmission of kala-azar from one person to another is, therefore, 
present in the locahty affected Smton 17 has given the geographic 
distribution of the various species of Phlebotomus known to occur in 
India As far as the Bombay Province is concerned four species are 
prevalent P papatasi, P argentipes, P nunutus and P minutus var 
In the Bombay City proper, according to Smton 17 the prevalent species 
are P argentipes, P papatasis and P minutus Young and Cha- 
lam 24 have described two more species P chalami and P colobaensis 
Of these, P argentipes is undoubtedly concerned m the transmission of 
kala-azar nothing definite can be said about the others It is interest- 
ing to recall that in iBbn^bay P aigentipes was caught in a house at 
Marine Lines and in theniunicipal cow-sheds at Parel, Dadar and Bycu- 
llaJ 3 This was in 1924-27 and the distribution of sand-flies in Bombay 
at the present momenkiis not known 

8 Presence of Sand-flics Infected with L donovani — The final step 
in "our "sear eh' for'positive proof for the existence of an endemic focus of 
kala-azar in Bombay was to demonstrate the presence of female phlebo- 
tomus infected with L dortovani With the exception of a few mounted 
as permanent specimens, every sand-fly was dissected and smears 
prepared from the material obtained by crushing the pharynx and the 
mid-gut The smears were stained with the Leishman or the Giemsa 
stain and searched meticulously for the parasites To date we have 


* The identity was comfirmed by Dr S R Rao, Parasitologist to the 
Government of Bombay to iihom we are indebted for i aluable help 

** The ‘flies’ -were caught by means of “light traps” — The glass of the hurricane 
lanterns nas smeared with \aseline and the lanterns kept m Wards, otherwise dark, 
all throughout the night. Four lanterns vere kept in each of the wards tor 7 days 
in succession - _ » 
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come across 4 infected female phlebotomi Figure 6 is a composite 
drawing made from the positive smears It will be seen that a variety 
of forms were seen They are merely the various developmental stages 
of the parasite in the insect- vectors and the stage of development seen 
depends on the interval between the feed by the insect- vector on an 
infected person and the moment of its falling into the trap We could 
identify altered Leishman-Donovam bodies as well as the leptomonas 
Of the former nothing need be said, but about the latter we may add 
that morphologically they are identical with the leptomonas seen m 
cultures and those seen in sand-flies infected naturally and expenment- 

DISCUSSION 

Three factors are essential for the transmission of kala-azar a 
primary source of infection, the transmitting agent, and a susceptible 
population In the outbreak we have investigated the primary source 
could only be human * When and how exactly was it introduced we 
are unable to say We may point out, however, that 8 patients m this 
series came from Madras (see Table I), a highly infected endemic focus 

TABLE i 


Serial 

No 

Native Place Dale of lit 

Admlttion 

Dolt of the Last 
Re admission 

Died on 

Period of Uninterrupted 
stay in Bombay as calculated 
from the date of last re 
admission to date of death 
or up to 0 7-40 

Years Months Da)-* 

1 

NrulkJDJit (Yeolc) 

7 3-40 

7 10-47 

Living 

1 

0 

3 

n 

Sahara Dl*t 

10 5-48 

Nev tt abscond 


1 

i 

31 


(Sakurda) 


ed 





*3 

Tbana Dial 

20-8 45 



4 

8 

11 


(Ulthan) 







*4 

Bangalore 

31 fl 44 

f) 


5 


19 

*5 

Ratnaglri (Savarda) 

10 0-43 

8 2-43 


0 

5 

3 

0 

Madras 

4 8 48 

2D 1 49 

14 4 49 


2 

20 

7 

Madras 

8 5-48 

1 3 49 

2-4-48 


. i 

2 

8 

Madras 

23-8-47 

18 2 48 

23 8-49 

1 

' i 

0 

*9 

natnaelrl 

2 12 43 

1 2-45 

5 8-48 

8 

6 

5 


( Sangamesh wa r) 







10 

Rotnagirl ( Mai won) 

1 10 88 

2 1 48 

8 5-48 


4 

5 

II 

Kolaba Dlst (Man 

10 11 38 

10 10 47 

22 4-48 


6 

13 

*12 

good) 

Goa (KolwaU 

21 10-35 

Never abscond 

10 2 40 

13 

3 

27 

13 

Hatnagiri 

(Rafpatan) 

18 10-45 

29 9 48 

1 8-49 


5 


14 

Berar (Umraoti) 

4-8-48 

8 12-48 

4 3-40 


2 

25 

15 

Bangalore 

25 5-48 

17 5 49 

28 5-49 



12 

10 

Nagpur 

2 20-43 

28 3-49 

27 5-49 


2 



* Cosea with more than 3 > car* uninterrupted »tay in Bombay 


for kala-azar The sand-flies present locally caught the infection and 
succeeded in trasmittmg it to new hosts In a community, susceptibi- 
lity to any bacterial infection vanes from individual to individual 
The same holds true for kala-azar not every person bitten by an infect- 
ed sand-fly will develop kala-azar 7 This is mainly due to natural 
resistance Undoubtedly m our patients the coincident leprosy must 
have lowered their resistance and facilitated the development of kala- 
azar, but, this decreased resistance (or increased susceptibility) could not 

* A primary canine source may be discounted , so far only 2 cases of cutaneous 
Leishmaniasis in dogs have been reported in the whole of India and thousands of 
dogs have been examined in ■various places with negative Tcsuits, 1 
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have been produced specifically by leprosy as such This is evidenced 
by an experiment performed many years ago in which infected sand- 
flies were fed on lepers well looked after and in good general health , 
none of them contracted kala-azar 7 Further, to lower the general 
resistance any debilitating process is good enough , malaria 8 ’ 21 , an 
influenzal epidemic 22 and bad economic conditions 22 have been shown 
to ha\ e rendered a large population susceptible to an epidemic outbreak 
of kala-azar If the significance of the above arguments is grasped, it 
must be admitted that with a reservoir of kala-azar cases ready to serve 
as a primary source of infection and with the insect-vector present m the 
vicinity there is every chance of the infection spreading widely in the 
general population of this city, or, even further That such spread has 
actually occurred from small lurking foci is evidenced by the reports of 
the indigenous cases 13 & 14 How quick and how far will be the spread 
will depend mainly on conditions favourable for the rapid breeding and 
transport of the insect- vector Barring (1) absence of alluvial soil, 
(2) presence of heavy winds from the sea and perhaps (8) good sanita- 
tion, all the conditions thought favourable for the intermediate host are 
present in Bombay 0 How badly wall the population suffer will to some 
extent be determined by its natural resistance Lastly, it is well worth 
remembering that it is most difficult, if not impossible, to eradicate an 
estabhshed endemic focus of kala-azar 

It is hoped that our health authorities are alive to the danger of the 
situation On our part we should keep in mind the possibility of kala- 
azar in any case of obscure pyrexia or splenomegaly 

SUMMARY AND CONCLUSIONS 

1 A series of 16 cases of kala-azar encountered at the Acworth 
Leper Home during a period of 14 months is described 

2 Positive proof is adduced to show that the whole outbreak is of 
indigenous origin This consists of ( a ) the long uninterrupted duialion 
(more than 8 years) of some of these patients’ stay in Bombay ( b ) demons- 
tration of the presence of sand-flies in the vicinity (c) demonstration of 
the presence of infected sand-flies 

8 The danger of the spread of infection from the endemic focus 
to the general population of the city is pointed out 
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MERCURIAL DIURETICS FOR CLINICAL USE 

(1 ml of any of the following preparations contains 30 mg of mercury) 


I Mebsalx l 


II 


AIersaltl and 
Theophylline 


in 


IV 


Merailuhide 

Sodium 


Mebcaptomerin 

Sodium 


B P, U S P, 


SALYRGAN 

(Bayer) 


NEPTAL (M B ) , ESIDRONE 
(Ciba), 

SALYRGAN-T HE O PH YL 
LINE, (Bayer), 
MERCUXANTHIN (ME R C U 
PURIN) (Campbell), 
MERCUROPHYLLIN 
(Campbell) 

MERCUHYDRINE (Lakeside 
Lab ) 


THIOMERIN [the disodlum 
salt of N (gamma earboxy- 
methyl mereapto m e r c u r 1 
beth methoxy) propyl camp 
horamic acid] Theophyllin 
Complex in this preparation 
is replaced by mercaptide 
(Sulphydryl) group, (Camp 
bell Products) 


Injection — 

I M painful, lump 
formation, necrosis 
I-V danger of vent 
fibrillation 


I M less pamful, lump 
formation 

IV danger of \ent 
fibrillation 


I M well tolerated 

I-V danger of -vent 
fibrillation 

Subcutaneous, very well 
tolerated, excellent 
diuretic response in 2 to 
0 upto 12 hours or more 

Experimentally least toxic 
of all mercurial diuretics 
because of the sidphur 
radicle 


EFFECTS OF SALICYLATES 

During the course of the clinical evaluation of a new aspirin tablet 
containing aluminum hydroxide, Hoffman, Pomeranc, Volini and Nobe 
studied the effect of aspirin in high doses on the course of acute rheu- 
matic fever and some of the biochemical changes that occur during its 
administration Their report deals particularly with the findings in 
respect to sedimentation rate, prothrombin concentration and acid- 
base balance Eighty adult patients with acute rheumatic fever were 
treated with aspirin until disappearance of clinical symptoms of the 
disease 

Of 65 patients started with control tablets of aspirin eight com- 
plained of gastric distiess following ingestion This distress disappeared 
when tablets containing aspirin and aluminum hydroxide were sub- 
stituted For most of thh period of therapy in all patients, aspirin plus 
aluminum hydroxide was administered Some symptoms of sahcyhsfn 
occurred in almost all patients when the plasma salicylate level was 
more than 80 mg per 100 c c 

Only 41 patients could be maintained at this level, 39 had to be 
given doses that produced levels under 25 mg per 100 c c The sedi- 
mentation rate subsided to normal in a slightly larger proportion of 
patients in the group with high plasma salicylate le\ els The prothrom- 
bin concentration was only slightly affected by aspirin therapy A 
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drop below 75 per cent of normal occurred m one- third of the cases, 
there not being any difference in incidence m the high or moderate 
dose groups A moderate fall in serum bicarbonate occurred in most 
cases, associated with an elevated serum chloride and a slightly dimi- 
nished serum sodium The blood pH was usually normal The urine 
was usually acid 

It is believed that salicylate produces a primary hyperna with 
alkalosis but that the accumulated salicylate produces a fixed acid 
acidosis and that the two effects are mutually compensatory The 
apparent salicylate clearance after aspirin theraphy is only about 3 
per cent of the creatinine clearance when the uirne is highly acid It 
increases three to eight times when the urine is alkalined wuth sodium 
bicarbonate Most of this increase is in free salicylate Alkahnization 
is therefore of prime importance in the treatment of salicylate poisoning 

(Hoffman William S Chicago 111 Poracmnc Mark Volini Itnlo F and Nobe Catherine 
Treatment of Acute Rheumatic Fe% er with Aspirin The American Journal of Medicine VI 433 April 
1940 ) 

TREATMENT OF EARLY SYPHILIS WITH SMALL DOSES 
OF CRUDE PENICILLIN 

The authors have recently completed a 31 months or longer con- 
tinuous observation on a total of 109 of 159 patients wuth dark field — 
positive early syphilis who were treated by one of three intensne 
schedules, utilizing small amounts of penicillin alone or in combination 
with oxyplienarsine hydrochloride In the fust group, patients with 
early infectious syphilis w’ere treated with 1,000 Oxford units of crude 
aqueous sodium penicillin er ery three hours for a total of 60 injections 
Of these 31 patients, 72 7 per cent were considered to have had relapse 
w hile six patients, 27 8 per cent, who w ere treated w ith the small amount 
of penicillin alone, were clinically and serologically" well for the duration 
of their post-treatment observation period 

In group two, 47 patients were treated with a similar dose of crude 
aqueous sodium penicillin and concomitantlv 40 mg of oxophenarsme 
hydrochloride which was administered daily" for a total of 320 mg , and 
19, or 55 9 per cent, were considered to hace had relapses wlule 15 or 

44 1 per cent were clinically" and serologically well for the duration of 
their post-treatment period 

In the thud group, of the 81 patients treated with a total of 300,000 
units of penicillin, 85, or 66 per cent were considered to ha\e had re- 
lapses w’hile 18 of the 81, or 34 per cent, were clinically and serologically' 
w'ell for the duration of then post-treatment observ ation period Up 
to-date, 109 patients, 80 percent with seronegatire primary syphilis, 

45 percent with scropositne primary syphilis and 27 percent with 
secondary sy"pluhs were “Ciued ” Although only" small doses of ciude 
penicillin was administered in six patients with syphilis complicating 
pregnancy", five children obser\ cd over a Jong period were found to be 
free from the disease The data substantiates the theory" that with the 
low dosage, low unitage penicillin therapy demonstrated there may 
have been spirocheticidal components other than the penicillin in the 
crude mixture 

(Walker A E , and Uttcrbach Wn.nl \ Treatment of Earh Syphilis with Small Hoar* of Crude 
Penicillin Archied of Dermatology and Syplulology 59-277 283 March 1049 ) 
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STEROID HORMONES 

Investigation by Reiss of 12 hormones in relation to their fungista- 
tic and genestatic effect on 14 pathogenic fungi revealed that no paral- 
lelism can be drawn between a specific physiologic effect and the fungi- 
static effect The fungistatic effect apparently does not depend on the 
specific estrogenic or adiogemc character of the investigated com- 
pounds, but probably depends largely on their molecular structure 
It has been demonstrated that neither the androgenic nor the estrogenic 
compounds act in a uniform way indicating that these hormones are 
lacking their characteristic biologic activity The estrogenic hormones 
c\ert a more appreciable genestatic action than androgenic hormones 

The most effective fungistatic compound is diethylstibestrol 
Monilui albicans and Tortula histolytica show an enhanced growth in 
steroid hormone-containing mediums Because of the rather diverge 
observations, no final conclusion can be drawn as to what effect steroid 
hormones have on the infection in the human or animal host but the 
possibility that steroid hormones may effect the course of a mycotic 
infection directly, may altei the structure of the protein molecule in 
such a w r ay as to make the growth unsuitable for a certain group of 
pathogenic fungi 

(Refsi Fredrick, New York, N Y Steroid Hormone* Archives of Dermatology cO Syphilology 
59 405 413 April, 1049 ) 

PRENATAL MATERNAL FACTORS IN MONGOLISM 

The author presents a senes of 64 pregnancies resulting m mongo- 
loid children Six cases were discarded as “wnthout explanation ” 
In 8 to 10 per cent satisfactory data could not be obtained, either be- 
cause information was withheld or because only a thorough physical 
examination and clinical study could produce the necessary facts 
Fifty cases were divided into four groups according to age In the 
first age group, the mother was within or near the menopause In 
69 per cent the had not given birth to a child for a long time (seven to 
16 years) Uterine and ovarian dysfunction and previous abortions 
indicate an impaired generative faculty which developed in a previously 
healthy woman who, in the majority of cases, had given birth to normal 
children previously 

Mongolism is not a “monstrosity”, but the result of a deceleration 
of the development rate during certain weeks of the gestation period 
(end of organogenetic period, from the sixth to the 14th week) The 
result of such interference with the developmental rate is an immature, 
“ill finished” child 

Potentially, mongolism can be the outcome of any pregnancy, if a 
constellation of factors occurs which produces a threshold condition of 
sterility The most frequent, constellation of an abnormal pregnancy 
response is produced by advanced age Of the women having a mongo- 
loid child after 41 years of age, 58 9 per cent showed actual menopausal 
symptoms Age produces a physiologically changed ovarian activity 
and uterine responsiveness It is suggested that such a constellation 
facilitates the slowing down of fetal development due to abnormal 
nutrition 

Since 45 per cent of the instances of mongolism, however, occur in a 
maternal age group below 40 years of age, who are well fitted for pro- 
creation, age alone can not be the decisive factor Analysis of 21 m- 
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stances in a maternal age group of 3 1 to 40 and of 18 instances m d 
maternal age group of 21 to 80 shows that certain constellations of 
factors may be expected to operate m all women who give birth to a 
mongoloid child in their twenties and thirties The most significant 
symptoms are inability to become pregnant, impaned hormonal re- 
gulation, bleeding during pregnancy, menstural irregularities, previous 
abortions and uterine and ovarian anomalies These symptoms are the 
result either of local conditions m ovary and uterus or of an endocrine 
inadequacv of the corpus luteum 

Thyroid anomalies are so frequently seen that they are an important 
link m the chain of events The common denominator is a threshold 
condition of sterility The material includes one ease with mongoloid 
children in two generations, one of multiple mongolism and three cases 
of twin pregnancies, resulting in one mongoloid, the twin being either 
normal or dead It is pointed out that this material does not favor a 
genetic interpretation It is, however, possible that thyroid deficiencies 
on either a geographic or a genetic basis are significant 

Mongolism, occurring about three times m every thousand births, 
is a condition which deserves more medical attention As a “decele- 
rating” growth deficiency in the prenatal period, still manifest m in- 
fancy, therapy has to concentrate on factors which may increase the 
developmental rate of the newborn Although no definite cure is 
available, effective experimental treatment aiming at an increase of 
the growth late (physical and mental) must start as early as possible 

The mam problem of mongolism is its prevention With increased 
knowledge of those prenatal factors operating during gestation and 
resulting in malformations or deficient growth rates, careful observa- 
tions must be collected with regard to all circumstances which may 
condition abnormal fetal growth The present study offers new evi- 
dence that mongolism is due to an abnormal maternal condition during 
the early part of gestation It offers some clues as to the nature of the 
anomalies and postulates further investigations as to their specific 
mode of action 

(Bendn, Clemens E Way city Mans Prenatal MatomnI Factors Jn Mongolian Journal of 
the American Medical Association 139 D70 98C April 1040 ) 

CLINICAL EFFECTS OF LOBOTOMY 

In a recent paper by Sands and Malamud, an intensive study of a 
series of cases of schizophreima treated by prefrontal lobotomy is 
presented, in which the postoperative developments have been recorded 
in a senes of rating scale determinations It was shown that by use of 
a base line representing the psychological functions of the individual 
before the onset of his illness, the course of the disease could be eva- 
luated in terms of his own normal personality characteristics rather 
than m terms of a theoretical normal for the population The study 
covered 12 patients diagnosed as schizophrenia of the various sub- 
groups In all these patients adequate base lines were established on 
the basis of information from reliable sources reporting the qualities 
of their premorbid personalities 

The determination here reported were all made m relation to only 
one method of therapy, namely lobotomy Although nearly all patients 
had recen ed other forms of therapy previously, each w as regarded by the 
hospital staff as suitable for lobotomy All patients w'ere males and 
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Ranged in age from 19 to 87 The duration of the psychosis before 
lobotomy v as two years to six years, four months Rating scale 
evaluations were done twice before operation and every two weeks 
thereafter for a minimum of four months Final ratings were done on 
all 12 patients at an average time interval of 7i months postoperative!} 

In the series, it was seen that a significant number of patients were 
more aggressive and openly belligerent following lobotomy, and those 
patients who were selfdeprecatory or self-mutilative have become less 
so A remarkable shift from an intrapunilive type of aggressive be- 
havior to an extrapumtive one was seen This reversal of the schizo- 
phrenic process in some cases seriously impairs the patient’s chances for 
social adjustment It is shown that the rating scale enables one to 
evaluate the effects of a given method of therapy in tvo different but 
highly important areas (a) upon symptoms produced by the disease 
itself, and (b) upon personality functions not necessarily mvolved in 
the disease process The clinical psychiatrist can better determine the 
quantity as well as the quality of the changes occurring in the course 
of disease and as a result of therapy 

(Sands Sidne\ L 'Worcester Mass and Malnmud William A Rnting Scale Anal>s{s of the 
Clinical Effects of Lobotomy The American Journal of Psychiatry 10 6 700 April 1040 ) 

CARDIOVASCULAR REJECTEES 

A follow-up study, made in 1947, of cardiovascular rejectees is 
reported by White and his colleagues The study was made by special 
cardiovascular boards in Boston, Chicago, New York, Philadelphia and 
San Francisco of 808 young men who had been originally rejected for 
mihtary service because of diagnoses of cardiovascular diseases, hy- 
pertension or neurocirculatory asthenia, but later resubmitted as lA 
in 1943 after examination by these same special cardiovascular boards 
Certain problems are reviewed in the hght of this re examination 

Heart murmurs were the commonest cause for the original re- 
jections, but their appraisal by the cardiologists was not considered 
difficult The great majority of the murmurs were variable, unim- 
portant and physiologic in type, being heard in at least half of these 
young men In four men rheumatic heart disease developed duung 
the four years The most difficult problem was that of the appraisal 
of slight elevations of blood pressure, m particular of transient liypter- 
tension (over 150 mm systolic or over 90 mm diastolic, subsiding after 
one-half hours’ rest) Of 07 men shoving transient hypertension in 
1948, 88 showed normal pressure readings m 1947, 17 still showed 
transient hypertension, and 17 had sustained hypertension had deve- 
loped Of 85 with transient tachycardia m 1948 (heart rate o\ei 100 
subsiding after one half hour’s rest), 19 shoved no tachycardia in 1947 
In a few cases the reverse was true 

Another study has shown that transient hypertension and trans- 
ient tachycardia are of about equal prognostic importance vith regard 
to the later development of sustained hypertension Heart size as 
measured by teleroentgenograms showed only minor variations, up or 
down, between the examinations m 1943 and those in 1947 In onlv r 
four men did definite enlargement of the heart develop Electrocar- 
diography also presented little difficulty There vere a few border- 
line cases noted on both occasions, but only one shoved a distinct 
abnormality at the end of the foui years 
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Neurocirculatory asthenia was an uncommon development over 
the four year period — there were seven men whose condition were so 
diagnosed in 1947 who were considered to be normal m 1948 Valvular 
lesions indicating rheumatic heart disease, not evident in 1943, n ere 
noted in four men m 1947 Many others gave a history of rheumatic 
fever in childhood or early adult life, but showed no sequelae In 
general, the 803 men served long and well in the armed forces, even 
though a few were discharged for cardiovascular reasons and, like others 
of the group with noncardiac disorders, are now under the jurisdiction 
of the Veterans Administration 

Eight of the 447 original objeetees who v ere accepted for services 
were killed m action In the group with a history of rheumatic fever 
m early childhood or early adult life, recurrence of activity between 
1948 and 1947 was distinctly uncommon, even m those who saw active 
war service In almost all, rheumatic fever had occurred at least five 
years before induction Valvular lesions indicating heart disease, not 
evident m 1943, were noted in only four men in 1947 

(White Paul D Boston Mass , et at Cardiovascular Rejected A Follow Up Study Journal 
of the American Medical Association 139 1 049 1 053 April, 1040 ) 

RUPTURE OF THE CHOROID 

In a recently published article, Tower presented a renew of the 
literature of traumatic choroidities and a report of ten cases It has 
been estimated bj>- Roemer that rupture of the choroid occurs atarateof 
about one per thousand patients with opthalmic disorders Any 
theory based on the assumption that an actual break occurs within the 
choroid, and that the lesion results directly from contrecoup, will have 
to account for a consistent, peculiar finding, namely, that a blow in- 
flicted on the anterior segment of the eye may lead to trauma distal 
to the point of impact in only one of the three tunics of the fund us, 
even though the choroid situated between the retina and the sclera is 
m close contact with these other structures 

It is, therefore, hardl}”- surprising that the causation of choroidal 
rupture is a highly controversial subject In summarizing recent ob- 
servations, the author stated that conceivably, an indirect miury to 
the eye may affect those efferent nerves which control growth and 
nourishment Inhibition of the essential functions of a trophic nerve 
will result m necrosis of the tissue normally supplied by it The im- 
portant change is -within the vessel wall, caused by traumatic distur- 
bance of ocular innervation Primary spasm increases permeability, 
and secondary dilatation accelerates the escape of blood into the tissues 

The characteristic finding of hypotony following contusion of the 
eyehall suggests interference with the balance of regional secretions, 
due to an mnervational disturbance In five of the ten cases reported 
by Tower, the lesion in the fundus was more or less crescent shaped, 
while the patterns m the remaining five cases were atypical, ranging 
from a small, irregular pigmented spot to a large, maplike area of 
choroidal destruction These eases are representaitve of the various 
forms m which lesions of the vascular coat are encountered after non- 
penetrating trauma to the eyeball In case one, a negro -woman aged 
29, the vision was 20/200, unimproved with correction /in unusually 
extensive lesion of the choioid was observed in the temporal region of 
the fundus, and im olvmg the masculai area A search of the literature 
revealed no arcuate rupture of the choroid as large as the one reported 
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Except for the differences m shape and position, nil lesions nie 
sented similar characteristics Necrosis and atrophy of the ohoioid 
Mere encounteicd in all instances No essential dissimilarity could 
be detected Minch would has e m arranted a distinction bcluccn typical 
i c , arcuate and concentric, and atypical morbid changes on any basis 
other than the obvious discrepancy in shape and position 

A more precise terminology was proposed, areiform traumatic 
choroditis urns considered a better name for lesions of concentric shape 
and diffuse traumatic chroditis, for those of irregular outline 1 ’ 


„ <To ,'T'' r 1 Pll,l! 51 D Atifilr* Calif s Tmuniallc Cliornldltlei ArchKcs of Onlliiilinnlnnt v„i 
41 on March, lnio Ilocmer, P Textbook of Oplhalmology New Xorh, n'hmnnTo , iniT?p no? ) 


GRANULOMA OF THE SKIN AT SITE OF INJURY BY A 
FLUORESCENT BULB 


Because of the increased use of fluorescent lighting in homes and 
places of employment, lacerations caused by broken fluorescent bulbs 
may result in cutaneous lesion which are histologically similar to 
Boeck’s sarcoid The physician must be on guard and the develop- 
ment of nodules and ulceration at the site of lacerations caused by such 
fluorescent bulbs should arouse suspicion of granuloma dm to birv- 
Ihum Report of a case over a two year period demonstrated the dan- 
ger of careless disposition of burned out fluorescent bulbs (Suspicious 
lesions must be widely excised and subjected to careful histologic exa- 
mination in order to eliminate the danger of recurrence of the granu- 
loma 


(Co akle> Walter A Brooklyn N \ dal Oramiloma of the Skin at Site of Inliirt In n 1 
centBulb Journal of the American Medical ■ltrocialion 139 1147 ll tn April, ] oto ) i n 1 mrr * 



Reflections and Aphorisms 

THE ABUSE OF THE ELECTBOCABDIOORAPH 

“ Instruments of precision m good hands can do good work, but 
m careless hands they have wrought havoc This truth, directed to the 
electrocardiograph, has a particularly poignant meaning m that, 
material it can spoil is human .and not inanimate An uninformed 
observer with an electrocardiograph can more easily despoil lives than 
a reckless car driver on a busy highway On this account it would seem 
as reasonable to insist on a proficiency test for the electrocardiographist 
as a driving test for the owner of an automobile To know how to read 
an electrocardiogram should be a prerequisite to possessing an electro- 
cardiograph in days when the machine is easily procurable and the 
demand for its services by a health-conscious laity daily increasing 
In keeping with this was the visit of a patient the other day “to 
see how his T wave was going on ” The insistence of the test, 
however, is a fault more common to doctors than to patients Exam- 
ples of this travesty of its use abound, and one such was the demand 
that the electrocardiograph should accompany the consultant visiting 
a patient whose activities were said to be retarded and whose ankles 
had been swollen from heart failure, but in whom a superficial clinical 
examination made it clear that the former was the result of paralysis 
agitans and the latter was the outcome of a severe anaemia , a non- 
cardiograplnc examination showed that the heart was healthy Another 
time came a confession from a doctor that the chief purpose of the 
consultation had been born of a desire to see at work a newer kind of 
direct writing electrocardiograph 1 

The advantages of a properly recorded electrocardiogram need not 
be extolled, for the test has proved its worth, but the warning bears 
repetition that the fallacies connected with it should be understood fully, 
and that its irregularities must be considered at all times alongside the 
symptomatology and physical signs elicited during a clinical examination 
of the patient The electrocardiograph is meant to serve the clinician 
in his search for signs of an injury to the heart , it will do tlus unerringly 
only so long as it is used judiciously and by Someone who can read its 
writing ” — Evans 

CLINICAL PATHOLOGIST AND PRACTISING PHYSICIAK 

“ Clinical pathology is the laboratory analysis of symptoms and 
signs, and laboratory control of therapy The method of the chmcal 
pathologist is laboratory method, and leaves no room for misconception 
of lum as an amateur physician Yet Ins work demands considerable 
clinical training 

It is difficult for the untrained to appreciate fully that the inter- 
pretation of laboratory result is intimately associated with the techni- 
ques used to obtain them And it is the acquisition of these techniques 
as his primary tools which distinguishes the pathologist from the 
physician The question is one of orientation The patient can 
only gain when the clinical pathologist thinks of oedema in terms of 
plasma-proteins , he can only lose if the physician fails to think m 
terms of malnutrition Yet both think of oedema Does this ban 
laboratory methods to the physician ? By no means The physician 
must have some training in clinical pathology But the physician who 
habitually looks down the microscope [or in the test tube] is in grave 
danger of losing sight of his patient ” — J Fielding 
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Original Contributions 

AURICULAR FIBRILLATION 

A STATISTICAL STUDY OF 102 CASES 
AT 

THE K E M HOSPITAL, BOMBAY 

(From a total medical population of 30,104 patients) 

by 

RUSTOM JAL VAKIL, MD (Lond) MIICP (Lond ) 

(From tho Cardiological Deportment Iv F-M Hospital 
BOMBAY) 

Auricular fibrillation (or “delirium cordis” or “pulses irregularis 
perpetuus” or “absolute or perpetual arrhythmia” or “mitral pulse”) 
has been known to clinicians for years, especially as a frequent complica- 
tion of advanced rheumatic heart disease 

From the time of MacWilliam’s original observation of auricular 
fibrillation m animals, m 1887, much has been added to our knowledge 
of the subject by the pioneer observations and investigations of Cushny 
(1899), Roltiberger and Wmterberg (1909), Thomas Lewis (1909-1910), 
Jolly and Ritchie (1910-1911) and many others 

Clinically, Auricular Fibrillation manifests itself by a complete or 
total irregularity of the rhythm of the heart and pulse , this is accomp- 
anied m the majority of cases, by an undue rapidity of heart action 

According to Cowan and Ritchie (1985), “Auricular fibrillation is one 
of the most frequent disorders of the heart m persons over 20 years of 
age ” In Paul White’s opimon (1946), Auricular fibrillation”, one of 
the commonest, most interesting, and most important disorders of 
cardiac rhythm,” ranks “probably third m frequency as a disturbance 
of rhythm, premature beats and paroxysmal auricular tachycardia 
ranking first and second” According to George Hermann (1940) 
“Auricular fibrillation constitutes about 50 per cent of the cases of per- 
sistent arrhythmia of the human heart ” 

Of 8,000 cases, with cardiac symptoms of signs, analyzed in New 
England by 'White and Jones (1928), 12 5% or 876 cases displayed 
Auricular fibrdlation, of these, 82 12% or 309 cases had persistent or 
permanent fibrillation and 17 8% or 67 cases had paroxysmal fibrilla- 
tion The incidence of persistent auricular fibrillation, in these senes, 
worked out at 10 8% of cardiac cases 
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Selection and Nature of Matei tal 

During the five year period, from 1941 to 194 5 (inclusive) 80,104 
patients (75 5% males and 21 5% females) weie admitted as medical 
m patients at the K E M hospital, Bombay Of these, 1860 cases 
(78 2% malesand2G 8% females) belonged to the category of Cardio- 
vascular disease These cardiac cases have already been analyzed, 
in detail, from the aetiological stand point, m accordance with the report 
of the Criteria Committee of the American Heart Association 
Results of Iin estigations 

Tile li^ulence of Auricular Fibrillation — After a careful survey of our 
case-records we could collect a senes of 102 cases of the so called 
“persistent” or “permanent” or “established” form of auricular fibril- 
lation Cases of paroxysmal auncular fibrillation being transient or 
brief, seldom seek admission into hospitals m India, and hence cases of 
this vanety of fibrillation have been rigidly excluded from the 
discussion 

The incidence of Auricular Fibrillation, in our series, therefore, 
works out at 5 5% of all cardiac patients and 0 84% of all medical in- 
patients In other words, abo u t one case in every eighteen of heart 
disease and about one case in every 2D4 medical cases admitted to hos- 
pital, displayed auricular fibrillation 

The incidence of fibrillation m our series is therefore about half of 
that observed by White and Jones (1928) viz 10 8% 

There were only 4 cases of Auricular Flutter observed m our series 
of cases (1860 cardiacs) 7 a an incidence of only about 0 21% 

The ratio of fibrillation to flutter cases m our series works out 
25 5 to 1 In the opinion of Cowan and Ritchie (1985), the correspond- 
ing ratio has been 15 to 1 In Paul White’s opinion, Auricular flutter 
is diagnosed “only about twice to every fifty cases of auricular fibrilla- 
tion,” in the absence of graphic records With routine electrocardio- 
graphic studies, however, the ratio of fibrillation of flutter cases works 
out at about 14 to 1 (White , 1946) 

The Aetiological Relationships of Auricular Fibrillation 

Since the time of Cabot (1914), who inaugurated a new era m 
scientific medicine by his aetiological approach to the classification of 
diseases of the heart, much has been said and written on the Aetiological 
Incidence of Cardiovascular diseases The matter has lately been put 
on a scientific foundation by the laudable efforts of the Criteria Com- 
mittee of the American Heart Association 

The Aetiological Incidence of Auncular Fibrillation has been worked 
out by many authorities 

In White and Jones’ (1928) senes of 846casesof Auricular fibrillation 
with organic heart disease, the aetiological grouping was as follows — 
Rheumatic heart disease 45 6% (158 cases), Coronary heart disease 
21 4% (74 cases), Hypertension (uncomplicated) 4 8% (15 cases), 
Hypertension (comphcated) 26 6% (92 cases) and Thyrotoxicosis 4% 
(14 cases) 

In an analysis of 575 consecutive cases of auncular fibnllation, 
reported by McEachern and Baker (1932), the aetiological grouping 
was reported as follows — Rheumatic heart disease 34 4%, Coronary 
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disease and old age 31 1%, Hypertension 16 9%, Thyrotoxicosis 7 5%, 
Emphysema 5%, Syphilis 3% and Miscellaneous cases 2 1% 

In Cowan and Ritchie’s (1935) series of 500 cases, 175 cases were 
rheumatic, 88 Thyrotoxic, 20 Syphilitic and 272 elderly Arteriosclerotic. 

The Aetiological Grouping of cases of auricular fibrillation, m our 
series, was as follows — 


1 

Rheumatic Heart Disease 

38 cases 

37 3% 
2 0% 
1 0% 
13 8% 

o 

Syphilitic „ 

»» 

2 „ 

3 

Bacterial „ 

ft 

1 case 

4 

Hypertensive 

It 

14 cases 

5 

Coronary „ 

• tt 

5 „ 

4 9% 

0 

Pulmonary „ 

ft 

7 „ 

6 9% 

7 

Thyrotoxic „ 

It 

0 „ 

8 8% 

8 

Senile or old Age 

it 

7 „ 

6 9% 

0 

Cholecystitis „ 

it 

1 case 

1 o % 

10 

Pheumonia „ 

it 

1 

1 o% 

11 

Extraneous Factors 

ti 

2 cases 

2 0% 

12 

Of obscure origin 

it 

15 „ 

14 0% 


The great importance of Rheumatic Heart Disease in the initiation 
of Auricular Fibrillation has been commented on by most writers on the 
subject The percentage of incidence of Rheumatic factor, m cases of 
auricular fibrillation, has been reported differently by different authors 
vtz , 69% by Cootson, 84 4% by McEachern and Baker, 48% by Stroud, 
Laplace and Reismger, 85% by Cowen and Ritchie, 40% and 28 6% 
by Wedd and Mullins, 45 6% by White and Jones, and 66% by Her- 
mann 

In our series of cases, the incidence of the Rheumatic factor was 
87 8% (i e in more than one-third of all cases) 

Only 4% of cases of fibrillation in Cowan and Ritchie’s senes of 
500 cases and 8% in McEachern and Baker’s series of 575 cases were of 
Syphilitic origin 

In Hermann’s opinion, “bacterial endocarditis and auncular 
fibrillation are rarely associated ” In our senes only one case of auncu- 
lar fibrillation was noted m the course of subacute bacterial endocarditis 

The “combination of auricular fibrillation and angina pectoris is 
extremely rare” (Hermann) From this point of view, it is interesting to 
note that 2% (or 2 cases) of our cases of auricular fibrillation also dis- 
played angina pectoris 

6 9% or 7 of our cases of fibnllation were secondary to chronic 
Pulmonary Heart Disease of Chrome Cor Pulmonale In all these cases, 
emphysema was associated 

The incidence of Thyrotoxicosis m auricular fibrillation has been 
reported as 7 5% by McEachern and Baker (1932), as 4% by White and 
Jones (1928) and as 6 6% by Cowan and Ritchie (1985) In our senes, 
the incidence, works out at 8 8% 

It is generally accepted, nowadays, tliat a fairly small percentage 
of cases of auncular fibrillation is secondary to arteriosclerotic degenera- 
tion or to old age or to both The extraordinarily high incidence of 
‘senile arterioscleroses”, viz 54 4%, reported m 500 cases of auncular 
fibrillation, by Conan and Ritchie (1935), has not been confirmed 
by other authors In our series, about 26 cases (t e , 25 5%) of 
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auricular fibrillation "were secondary to hypertension, coronary disease, 
old age or arteriosclerosis 

Of the 2 cases, in our series, secondary to extraneous factors, one 
rvas secondary to accidental poisoning from methylsahcylate and the 
other to electrical shock 

The ratio of rheumatic to syphilitic cases, m our senes, works out 
at about 19 to 1 


TABLE I 

THE INCIDENCE OF AURICULAR FIBRILLATION IN DIFFERENT AETIOLOGICAL 
GROUPS OF HEART DISEASE 



Aeliological Group 

No of II fart 
Casts 

No of eases of 

A Fibrillation 

Percentage 

Incidence 

1 

Congenital ^roup 

19 

0 


o 

Rheumatic , 

461 

38 


5 

Si’pliilltio ,, 

240 

2 


4 

Bactcrinl ,, 

20 

1 


5 

Hypertensive ,, 

500 

14 


0 

Coronary ,, 

250 

5 


7 

Pulmonary 

186 

7 


8 

Miscellaneous «£ unknown 

317 

35 



All groups 

1,860 

102 



It is interesting to note (Table No 1) that the highest incidence 
of auncular fibrillation was recorded m the so-called “Miscellaneous and 
unknown” group which includes, amongst other conditions. Thyro- 
toxicosis, Senility, toxic conditions etc 

Excluding this heterogenous group, the incidence is highest m the 
Rheumatic group (8 2%) and in the Bacterial group (5%) The rela- 
tively lower incidence in the Syphilitic group (0 8%), the Hypertensive 
(2 8%) and the Coronary groups (2%) should be noted 

Taking the three major infections of the heart viz rheumatic, 
syphilitic and bacterial, jointly into account, the incidence of fibrillation 
works out at 5 7% (or 41 cases out of 721 ) 

Taking high-blood pressure, arterial disease and old-age, jointly into 
account, the incidence of fibrillation works out at about 8 3% 

Sez Distribution — The sexes are not equally affected, in the case 
of auricular fibrillation Of the 500 coses of fibrillation studied by 
Conan and Ritchie (1935), 284 (or 56 8%) v ere males and 210 (or 48 2%) 
were females 

In a recent analyses of 045 cases of fibrillation at the Massachusetts 
General Hospital, the ratio of males to females was 71% to 29% (P 
White, 1946) 

In our scries of 102 cases, 75 (or 73 5%) uerc males and 27 (or 
26 5%) females, the male to females ratio being 3 to 1 

Age Incidence — According to Cowan and Ritchie (1935), the age- 
mcidence of auricular fibrillation shows a steady rise from decade to 
decade, attaining its maximum “peak” in the seventh decade in males 
and the fifth and sixth decades m females McEachem and Baker 
(1932) from a study of 575 cases of auricular fibrillation, report the age- 
grouping as follou s — Under 10 years of age, 0 5%, from 10 to 20 years, 
4 2% , from 20 to 30 years, 5 4% , from 30 to 40 years, 15% , from 
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40 to 50 jems, 20 2% , from 50 to GO years, 2G 1% , from GO to 70 
years, 20 5% , from 70 to 80 years, 7 8% , from 80 to 00 years, 0 3% 

According to White (1940), the condition is very raie m infancy and 
early childhood and uncommon in adolescence 

In our series of 102 cases of Auricular Fibullation (inclusive of all 
aetiological types), the age-grouping was as follows — 


Under the nge of 10 years 
From 10 to 19 jcnrs 
„ 20 to 29 „ 

„ 30 to 39 „ 

,, 40 to 49 ,, 

,, 30 to 59 „ 

„ 00 to 09 „ 

,, 70 to 79 „ 

,, 80 to 89 „ 

,, 90 to 100 „ 


No cases 

0 0% 

7 cases 

o 9% 

7 „ 

0 9 % 

20 „ 

25 5% 

32 „ 

31 4% 

19 „ 

18 7% 

8 „ 

7 9% 

2 „ 

2 0% 

Nc case 

0 0% 

1 „ 

1 o% 


The highest incidence was noted in the fifth decade of life (81 4%), 
which claimed almost one third of all the cases 75 6% oi (three- 
quarters) of our cases were from 80 to 59 years of age and only 10 9% 
over the age of GO years G 9% of cases were below the age of 20 years 
and 18 8% were under 80 years of age 

The youngest was a boy aged 10 years (rheumatic) and the oldest 
a man of 100 years old (senile) 

The average age for the whole series worked out at 48 5 years 

Age and Sex Incidence — This has been worked out in Table II, 
It will be observed that in both the sexes, the highest incidence is reached 
m the fifth decade of life, after which there is a definite drop 

In the case of males, 11 9% of cases were o\ er the cge of 60 years, 
the corresponding for females was 7 4% 8 9% of msle? were over the 

age of 70 years , no females were reported over 70 years of age On the 
whole, the age-incidence was more or less parallel rhr the two sexes 


TABLE u 

The Age and Sex Incidence of Cases of Auricular (102) cases 


Age-Group 

Males 

Female t 

Number 

Percen- cpr 


Percenlaf' 

0 to 9 years 

0 

C n 

C 

0 0 

10 to 10 „ 

5 

C -G 

z 

7 4 

20 to 20 „ 

5 

C f 

z 

~ 4 

00 to 30 ,, 

10 


— 

25 0 

40 to 40 , 

23 

3 7 

0 

33 Z 

50 to 59 „ 

14 

7* *: 

c 

l fc ^P 

GO to 69 ,, 

0 

f f 

n 

- 4 

70 to 79 „ 

2 


a 

<* r 

80 to 80 „ 

0 

t-r 

0 

■V f 

00 to 100 , 

1 

— * 

0 

t r 

All age groups 

75 

r 

rr 



The Ratio of Males to Femc’te Age-Grou -t- ~ 

cases mto consideration, 73 5 — ere rnnhe: and 26 5° 0 fein-s- 

In cases below 80 years of a'-e. there wctc 71 4°^ 
females In cases from 30 to 5f -ears c iz r ic. the. ratio - . __ 
to 27 8% females and m caserr-er ean/of age- ~ 
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to 18 2% females In other words, the relative preponderance of males 
was more noticeable in the elderly age-groups 

Prognosis — Of the 102 cases of Auricular Fibrillation (all types ), 
26 cases proved fatal 

The death-rate, for the series, therefore worked out at 25 5% 

Auricular Fibrillation (Rheumatic) — According to PaulWhite (1946) 
auricular fibrillation complicates about one-fifth of all cases of chrome 
rheumatic heart disease In White and Jones’ (1928) senes of 956 cases 
of rheumatic heart cases, auricular fibrillation was reported on 17 5% 
It is said to occur in about two-thirds of cases of “severe” mitral stenosis 
(White 1946) 

Incidence — In our series of 461 cases of rheumatic heart disease, 
auricular fibrillation (persistent form) was noted in 88 cases, giving a 
percentage incidence of 8 2% This is less than half that reported by 
White and Jones (1928 ) 

Age Distribution — Our youngest patient was a male aged 10 years 
and the oldest a male aged 56 years The average age for Rheumatic 
fibnllation cases worked out at 38 6 years 

The age-grouping of our 38 cases of Rheumatic Auricular Fibrillation 
was as follows — 


Under 10 years of age 

No cases 

0 0% 

„ 10 to 19 years 

7 „ 

18 0% 

„ 20 to 29 „ 

4 „ 

10 5% 

,, 30 to 89 „ 

14 „ 

37 0% 

„ 40 to 49 ,, 

10 „ 

20 5% 

„ 50 to 59 „ 

8 „ 

8 0% 

,, 00 to 09 ,, 

No „ 

0 0% 

Over the age of 70 years 

No „ 

0 0% 


It will be observed that the “peak” of incidence is reached in the 
fourth decade (87% of cases being in that decade) , the “peak” for all 
rheumatic heart cases is reached in the third decade of hfe and for Chorea 
cases in the second decade 

Whilst 66% of our rheumatic heart cases were under the age of 80 
years, only 28 5% of the auricular fibrillation cases were under that 
age Whilst only 10 4% of rheumatic heart cases were over the age of 
40 years, 84 5% of fibrillation cases were over that age 

In other words, auricular fibrillation selects the older age-groups 
(of rheumatic patients) by preference 

Sex Distribution — Out of 38 cases, 24 were males and 14 females, 
giving a ratio of 68 2% males to 36 8% females The corresponding 
ratio for all “rheumatic heart cases” was practically the same (viz 
65% males to 35% females) 

Age and Sex Incidence — The ratio of males to females in the dif- 
ferent age-groups, was as follows — 


From 10 to 19 years 

„ 20 to 20 „ 75 0% 

„ 30 to 89 „ 71 4% 

„ 40 to 49 „ 80 0% 

„ 50 to 59 „ 00 C% 


71 4% males to 28 0% females 
„ „ 25 0% females 

„ „ 28 0% „ 

„ „ 20 0 % 

„ j, 83 3% females 
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There i5 a preponderance of males in all decades of life The 
relative proportion of males was highest in the fifth decade of life (80%) 
and lowest m cases over the age of 50 years (66 6%) 

Incidence of Structural Lesions ( See Table No 3) — The most strik- 
ing features of Table No 3 are the high incidence of mitral stenosis in 
the auricular fibrillation group (incidence of 47 4% or almost half the 
cases) and the low incidence of mitral regugitation (0%) In the case 
of rheumatic heart disease group, the corresponding percentages are 
13 1% and 10% respectively Mitial insufficiency per se does not 
appear to be a cause of auricular fibrillation Whilst the incidence of 
“double mitral disease” was about the same as that of “per se mitral 
stenosis” in the case of the fibrillation group (16 cases and 18 cases res- 
pectively), the former lesion was over three times as frequent as the 
iatter in the case of rheumatic group (208 cases and 60 cases respec- 
tively) The low incidence of aortic valve disease (2 eases or 5 2%) m 
the auricular fibrillation group should be noted , the corresponding per- 
centage for the rheumatic group was 9 1 % 


TABLE III 

Percentage Incidence of structural Lesions In cases of Auricular Fibrillation (Rheumatic) 
compared with corresponding figures for all rheumatic heart cases 


Lesion 

Auricular Fibrillation 

Rheumatic cases 


% incidence 

% incidence 

Mitral Stenosis <6 Insufficiency 

Mitrnl Stenosis ( pure*) 

45 0 

45 2 

47 4 

18 1 

Mitral Insufficiency ( pure ’) 

Aortic Stenosis db Insufficiency 

0 

0 

10 0 

1 3 

Aortic Stenosis (pure) 

2 6 

1 1 

Aortic Insufficiency (pure) 

No of structural abnormalities 

2 0 

5 2 

0 7 

7 2 

Total 

100 0 

100 0 


Prognosis of Rheumatic Auricular Fibrillation — Taking all Rheu- 
matic Heart cases (with and without fibrillation mto account) there 
were 98 deaths m a senes of 461 cases i e a death-rate of 20 2% 

Of the 88 cases of Rheumatic Heart Disease with Auncular Fibril- 
lation, 6 died tea mortality rate of 15 9% The lower death-rate in 
cases of Auncular FibnUation is probably accounted for by the fact that 
these cases are particularly amenable to treatment 

Syphilitic Auricular FibnUation — There were only 2 cases m this 
group, both the cases being males (i e male to female ratio of 100% to 
0%) One male was aged 84 years and the other 46 years, giving an 
average of 40 years for the group 

There were no deaths m this group 

The Hypertensive Coionary Group — The total number of cases of 
Auncular Fibrillation was 19 cases 

Sex Incidence — Of the 19 cases, 12 were males and 7 females t e 
68 2% males to 86 8% females 

Age Incidence — The age-grouping of our cases was as follows — 


Under the nge of 20 > ears 

No cases 

0 0% 

From 20 to 20 years 

2 

if 

10 6% 

„ 80 to 80 „ 

6 

it 

31 0% 

„ 40 to 40 „ 

8 

it 

42 2% 

,, 50 to 50 ,, 

2 

it 

10 0% 

„ 60 to 09 „ 

1 

ii 

5 8% 

Over the age of 70 years 

0 

it 

0 0% 
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The highest incidence (42 2%) was observed in the fifth decade and 
in the fourth decade (81 6%) 78 8% of our cases were from 30 to 

49 years of age, 10 6% were below 30 years of age and 15 9% were 
over the age of 50 years The youngest was a female aged 27 and the 
oldest a male aged 68 years 

The average age for the group was 41 8 years 

Prognosis — Of the 19 cases, onlj 8 proved fatal i e death rate of 
15 8% 

The Pulmonary Group (7 Cases) — In all the 7 cases of Auricular 
Fibrillation, in this group, there was associated Emphysema 

Sex Incidence — There were 5 males and 2 females i e 71 4% males 
and 28 6% females 

Age Incidence — The age grouping of our cases was as follows — 


Under 30 years of age 

No cases 

0 0% 

From 30 to 80 years 

1 case 

14 8% 

,, 40 to 49 „ 

2 cases 

28 0% 

,, GO to GO ,, 

2 ,, 

28 0% 

,, 00 to 00 „ 

o 

^ >> 

28 0% 

Cher 70 years of age 

No „ 

O 0% 


The incidence was the same m the fifth, sixth and seventh decades 
of life 85 7% of our cases were from 40 to 69 years of age, and 57 2% 
of cases were over 50 years of age Only 14 8% of cases were below the 
age of 40 years 

The youngest subject was a male aged 86 years and the oldest, a 
female aged 68 years The average age for the group was 52 1 years 

Prognosis — Of the 7 cases, 8 proved fatal tea mortality rate of 
42 9% 

The Miscellaneous Group — (35 cases) This group is inclusive of 
cases of Thyrotoxicosis, “old-age heart,” extraneous toxaemias etc 

Sew Incidence — of the 35 cases, 27 were males and 8 females i e. 
77 1% males and 22 9% females 

Age Incidence — The age-grouping of the 85 cases was as follows — 


Under the age of 20 years 

No cases 

0 0% 

Frbtn 20 to 29 years 

1 cose 

2 0% 

t , 30 to 89 „ 

3 cases 

8 £% 

,, 40 to 40 „ 

11 „ 

81 4% 

, £0 to £0 ,, 

12 „ 

34 0% 

„ 00 to 00 „ 

fi >. 

14 2 % 

„ 70 to 70 „ 

2 

5 7% 

ft 80 to 89 M 

No caso 

0 0% 

,, 90 to 100 tf 

1 „ 

2 0% 


The highest mcidence was noted in the sixth (84%) and in the fifth 
(81 4%) decades of life 65 4% (or two-thrds) of the cases were aged 
from 40 to 59 years Only 11 4% of cases were below 40 years of age 
whilst 8 6% were over the age of 70 years 

The youngest subject was a male aged 26 years and the oldest, 
a male aged 100 years 

The average age for the group was 58 1 years 

Prognosis . — Of the 85 cases in this group, 18 proved fatal i e a 
death-rate of 86 9% 
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A Comparator c Study of the vniious Aetiologieal groups of Auricular 
Fibrillation Tins has been incorporated in Table IV 

The preponderance of males is noted m all the aetiologieal groups 
All allowance must be made, how c\ cr, for the unequal distribution of 
male and female beds at the Iv E M hospital, m the evaluation of results 

The axerngc age is strikingly different m the different aetiologieal 
groups It is lowest m the Rheumatic group (33 6 years) and highest 
in the miscellaneous (53 1 jcais) and pulmonary (52 I years) groups 
Intermediate v allies arc noted m the Syphilitic (40 years) and Hyper- 
tensix c coronarj (tl S x cars) groups 

The highest incidence of cases is noted in the fourth decade in the 
case of the Rheumatic group in the fifth decade m Hvpertensive- 
coronary cases and in the sixth decade of life m the Pulmonary and 
miscellaneous groups In other words, the average case of auricular 
fibrillation secondary to chronic lung disease or belonging to miscel- 
laneous group, is about txxcnty years older than an average case of 
Rheumatic fibrillation 

The prognosis of Auricular Fibrillation appears relatrve much better 
in the case of the Rheumatic and Hypertensive-coronary groups than 
in the case of the Pulmonary and Miscellaneous groups 

TABLE IV 

A comparative Analysis of the various Aetiologieal Forms of Auricular Fibrillation 



Feature Investigated 

* Rheu 
malic 

Sypht 

hue 

Bade 

rial 

Hyper 

tenslre 

Pufmon 

ary 

Mxsctl 

faneous 

All 

Forms 

1 

Number of ensea 

38 

O 

1 

19 

7 

35 

102 

2 

Percentage x males 

03 2 

ioo o 

300 0 

08 2 

71 4 

T 1 

73 S 

a 

Percentage females 

80 8 

0 0 

0 0 

80 8 

28 0 

22 9 

20 6 

4 

Minimum ago (\ears) 

10 

84 


27 

80 

20 

10 

5 

Maximum age (years) 

56 

40 


08 

08 

100 

100 

0 

Average age (\ears) 

33 0 

40 

88 

41 8 

62 1 

53 1 

43 5 

7 

Decade (nge) of highest incidence 4th 

4 cfc 5 

4 

5th 

0th 

0th 

5th 

8 

Death rate (%) 

15 0 

0 0 

100 0 

16 8 

42 9 

30 9 

25 6 


SUMMARY AND CONCLUSIONS 

1 A statistical analysis is presented of 102 cases of Auricular 
Fibrillation, treated at K E M Hospital, Bombay, from 1941 to 1945 
(inclusive) 

The incidence of auricular fibrillation, m our series, xvorked out at 
5 5% of all cardiac cases and 0 34% of all medical cases Cases of 
paroxysmal fibrillation xvere not included m our study The ratio of 
fibrillation to flutter cases, m our senes, xvas 25 5 to 1 

2 The Aetiologieal relationships of our cases of Auricular fibrilla- 
tion (102 eases) may be summanzed as folloxvs — Rheumatic group 
87 8% , Syphilitic group 2% , Bactenal group 1% , Hypertensive 
group 13 8% , Coronary group 4 9% , Pulmonary group 6 9 % , Mis- 
cellaneous group 84 8% 

8 The incidence of Auricular Fibnllation m individual Aetiologi- 
cal groups of Heart-disease cases w r as as folloxvs — In the Rheumatic 
group, 8 2% , Syphilitic group 0 8 % , Bactenal group, 5% , Hyper- 
tensive group 2 8% , Coronary group, 2% , Pulmonary group, 8 8% , 
Miscellaneous group, 11% 
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4 78 5% of our cases of fibrillation were males and 26 5% fe- 

males The highest incidence of fibrillation was noted in the fifth decade 
of life (81 4%) 75 6% of cases were from 80 to 59 years of age, 6 9% 

were below the age of 20 years and 10 9% over the age of 60 years 
The average age for the whole senes was 48 5 years The age-range 
being from 10 years to 100 years The mortality rate for the whole 
group was 25 5% 

5 Rheumatic Group 68 2%of cases were males and 86 8%females 
The highest incidence was noted in the fourth decade of life , the average 
age for the group was 88 6 years, the age-range being 10 to 56 years 
The death-rate for the group was 15 9% 

Each aetiological group of Auricular Fibrillation has been analysed 
m the same manner 

(My thanks are due to the Dean and Honorary Staff of the K E M Hospital, for permission to 
publish this data) 
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NEW METHODS FOR THE USE OF 
SULPHONAMIDES 

in 

DR S J GROSS, md 
BOMDA\ 

Since the advent of the sulphonamidcs nnd since the introduction 
of the antibiotics, most of the infectious diseases are treated with these 
substances Though the antibiotics arc generally more effective, the 
sulphonamidcs and its derivatives are still widely inuse for a number of 
reasons, namely, easier administration, they arc cheaper, more easily 
nv nilablc, and they are not time limited With the more extensive use 
of the sulphas it has been found that the results obtained tend to de- 
crease in efficaciousness The reduced efficaciousness of the sulphona- 
mides and its dcnvativ es has been ascribed to the appearance of sulpha- 
resistant bacterial strains This applies especially to gonorrhoea where 
some years ago cure rates of 70-90% were claimed , while recently I saw a 
report until a cure rate of 25% only 6 This deterioration m the effi- 
caciousness of the sulphas does not apply to the pneumonias, as the 
pneumococci apparently do not develop any sulpha-resistance Recently 
a number of reports have been published which suggest the possibility 
that certain bacteria may become penicillin resistant Therefore it is 
desirable to find ways and means which would increase the efficacious- 
ness of these therapeutical substances 

Sulphas and penicillin have one essential feature in common, ? e 
both agents kill bacteria under conditions favourable to their growth, 
and do not kill them in the resting phase For instance, it has been 
found that no', bactericidal action was observed when penicillin was brought 
into contact with bacterial suspensions under conditions unfavourable to 
their growth (low temperature, exhausted culture medium) It has 
further been observed and confirmed that in a staphylococcal suspension 
over 99%, but not all of the bacteria aie killed by penicillin And the 
sulphonamides allow the bacteria to undergo several divisions in their 
presence before exerting their bactericidal action 3 

The above findings indicate the eventuality that m some cases 
the parasites might not be eradicated completely It is further possible 
that with this therapy the number of invading bacteria will be reduced 
to such an extent, that they will not exert a sufficient stimulus for the 
natural defence forces of the organism This would allow a small 
number of bacteria to remain m the body, and later on to multiply there 
under suitable circumstances, especially as the administration of the 
drugs is usually discontinued after the abatement of the symptoms 
This will allow an eventful relapse of the infection after some time 
And this relapse might be complicated by the fact that in the meantime 
the bacteria might have become sulpha or penicillin resistant It has also 
to be considered that the sulphas as well as the antibiotics do not stimu- 
late the resistance and natural defence powers of the organism There- 
fore one should also try to stimulate and to increase the natural defence 
powers of the organism in the fight against the infectious agents This 
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activation of the inimumzatoiy response m conjunction with the sul- 
phas and antiobiotics would allow a tuo-pronged attack against the 
infection 

The organism responds to an infection with the production of anti- 
or lmmuiiebodies These lnununebodies hai e been used m the fight 
against infection prior to the introduction of the chemotherapy, though 
the results obtained with the vaccine therapy have been moderate It 
was found that the proteins contained m the vaccines induce a biological 
reaction in the organism which causes a kind of activation of the pro- 
toplasm and thus results in improvement and sometimes also m cure of 
an infection This led to the introduction of the non-specific protein- 
shock therapy which aims at an increase of the natural defence forces of 
the organism 

Several theories have been forwarded about the mode of action of 
the protein therapy TVeichardt suggested that the parenteral adminis- 
tration of proteins and of protein split products stimulates and increases 
the activities and the functions of the organs Others beheve that the 
protein injections cause changes m the physical or colloidal state of the 
serum and thereby produce the therapeutical results E F Mueller 
does not beheve that the fever reaction is necessary for the therapeutic 
effect He thinks that the injected proteins cause a kind of sterile 
infection in the organism and thus act as foreign bodies thereby inducing 
a stimulation of the defence mechanism of the body Generally it can 
be said that protein and vaccine therapy cause an increase of the defence 
and of the resistance of the body Milk injections have been used with 
good results for the protein therapy It has been found that milk 
injections cause an increase of the leucocytes and that they stimulate the 
erythropoiesis m anaemic subjects These injections are followed by 
an increased functional activity of the liver, as expressed by improved 
circulation in the liver and increased formation of bile and of lymph 
These effects cause a detoxication and are important for the treatment of 
infectious diseases 6 

It has been said that the sulphas are auxiliary to the antitoxins 
and that antibody formation is additive to the sulphonamide bactenos- 
tasis Therefore it is suggestive to assume that a combination of 
chemotherapy with proteins and/or vaccme therapy might be more 
efficacious than either method alone In this connection the observa- 
tions of Himmelweit 4 seem worthwhile recording This author found 
that a strain of staphylococci moderately resistant to both penicillin and 
bacteriophage became much more susceptible to destruction when ex- 
posed to the action of these two biological agents m combination These 
observations have been confirmed by several authors This combined 
action has been designated as a potentiating, conjoined or synergistic 
effect The same synergistic effect maybe obtained with a combination 
of sulphas with vaccines and milk, and this combination might be useful 
m cases which had become sulpharesistant, i e , in chrome cases where the 
proteins will have a stimulating effect 

I have used the combination therapy in a number of affections The 
results have been encouraging It has to be mentioned that most of the 
cases were chronic ones, and most of them had previously been treated 
with penicillin and with sulphas After trial and error the following 
method was evolved One ampoule of Solutlnazole (SI & B) was dis- 
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sohetl m either milk or milh-iodmc to -which vaccine in increasing dosage 
"was added These injections were gnen daily and deeply intra- 
muscularly, preferably into the muscles glutei or vastus The injections 
were sometimes somcwlint painful, and m about 50 % of the cases they 
w ere follow cd by a mild fc\ cr reaction There w ere no other side effects 
It lias to be mentioned that sulphas were given orally at the same time 
In the following I shall describe some of my experiences inthe different 
affections 

The best results were obtained in the treatment of chronic gonor- 
rhoea and of gonarthritis In these cases Igave injections of soluthia- 
zolc dissoh cd m milk, (milk-iodine w ns used incenses of gonarthritis), 
to which gonovnccine in increasing dosage w T as added In chronic 
cases there is usually' a mixed infection, as there is a secondary infection 
wntli staphylo-and streptococci In these cases a mixed gonovaccine 
w r as employed The following eases may serve as illustrations 

(1) Sir Iv R , 28 years old Hindu, had a chronic gonorrhoea for 
one year His main complaint was a discharge in the morning and 
beginning of a gonarthritis in the right knee He had been treated 
with several sulpha-products, and had also had some courses of penicillin 
With these treatments there was regression of the disease, only to be fol- 
lowed by relapses He was admitted to hospital where a further com- 
bined course of pencillm and sulphadiazme was given At the end of this 
course there was still some discharge, but no gonococci were seen m the 
smear Another smear taken after prostatic massage revealed a few 
isolated gonococci He was then given a course of six injections of 
soluthiazole dissolved m 5c c of milkiodme to which a mixed gonovaccine 
was added These injections were given daily together with sulpha 
tablets by mouth The injections caused some fever The discharge 
stopped after the 8rd injection, and the pains in the knee ceased He 
was discharged after the 6th injection, and subsequent examinations of 
prostatie smears w r ere negative He has not had any relapse so far 

This method has been used with ambulatory patients too and the 
results have been uniformly good I have tried the same methods 
m cases of gonarthritis of more than 6 months duration However, 
m those cases where the stiffness of the joint persisted for more than 6 
months no improvement w as obtained For instance, (2) Mrs G S 
22 years old, complained of pains and stiffness m the right hand 
for 8 months A cervical smear showed Gc positne She was 
started on Soluthiazole dissolved m milk iodine and mixed with a 
mixed gonovaccine She was given 15 of these injections, but there was 
no improvement, and the ankydosis persisted The same method was 
quite useful m coses of chronic gonoi rhoic salpingitis and other chronic 
gonorrhoic affections in females, as illustrated by the follow mg case 
(3) Mrs A V 28 years old, married, complained of discharge and 
pains in the lower abodomen for one year A conical smear showed 
Gonococci She was put on sulphadiazme and gnen a course of 0 of 
the combined injections She felt better, and the discharge became less 
after the Oth injection, and she was much better after the 9tli injection 
Repeated cervical smears were negative It has to be mentioned that the 
patient had previously some treatment with penicillin and with sulphas 
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I have used this method In a number of cases of gonorrhoea and its 
complications Except m cases of long standing gonarthntis with 
marked ankylosis present, the results have been uniformly good En 
eouraged by these results I have used a similar combination of sulphas 
With milk iodine and a vaccine in cases of rheumatism and of non-specific 
arthritis There are controversial reports about the effect of the sulphas 
in rheumatoid and infective arthritis , some authors claim to have 
obtained good results, while others did not observe beneficial effect 
Large scale trials with sulphonamides for the prevention of colds and of 
rheumatism in the American army seem to indicate that the sulphas may 
be of some value 1 Therefore I have used a mixed staphylo-streptococcus 
vaccine combmed with sulphas dissolved m milk-iodine for the treat- 
ment of arthritis and of painful jomt-affeetions I have used this 
method in more than 20 cases, and the results varied from very good to 
ml Although the results were not always good, I believe that this 
method is quite a valuable addition to our therapeutic armamentarium 
However, one word of caution is necessary I found that these com- 
bmed injections are not well tolerated by elderly patients, especially 
those over fifty and those w'ho show signs of arteriosclerosis In 
these patients the injections are sometimes followed by intensive head- 
aches, and slight mental derangement lasting for one to two days 

Sulphonamides dissolved in milk to which the corresponding vaccine 
had been added were employed in a number of other infectious diseases, 
hke typhoid, bacillary dysentery and b cob infections The results were 
encouraging, but the number of cases treated with this method was too 
small to allow a definite opinion It is suggested that further investiga- 
tions may be undertaken m these conditions 

Apart from its efficaciousness the combined sulpha-proteins shock 
therapy has the following advantages It is well-established that the 
sulpha-drugs may case a reduction of the leucocytes and in some cases 
even a leucopenia Bliss and Long 2 have also reported that the sulphas 
are not effective in vivo, if the polymorphonuclear leucocytes have been 
depressed These dangers are obviated by the combination of sulpho- 
namides with milk and with vaccmes Milk injections cause an increase 
of the leucocytes, and prevent thus any eventual depressing action of the 
sulphas Likewise the simultaneous protein shock will prevent any 
anaemia eventually induced by the sulphas 

Another effect of the combined therapy is that the milk and vaccine 
injections stimulate the natural defence forces of the organism This 
will lead to a stronger attack on the bacteria by the organism and this 
will weaken the bacteria The decrease in the resistance of the bacteria 
will enable the sulphas to exert a stronger and more potent action on the 
bacteria Likewise it is possible that the defence forces of the body will 
have a stronger effect on parasites weakened by the action of the sulphas 
The strengthening of the defence mechanism might also prevent an 
eventual multiplication of bactenae after cessation of chemotherapy 
and would thus prevent the onset of relapses It has also to be men- 
tioned that the milk and vaccine injections induce fever m a number of 
cases, and White reported that the antibacterial potency of the sulpha 
drugs is increased manifold with higher temperatures 



Gross— Use of Sulphonamtdes 


827 


SUMMARY AND CONCLUSIONS 

A new method for the use of sulpha drugs and its clinical applica- 
tion is described The method consists in the combination of sulpha- 
drugs dissolved in milk with corresponding vaccines This combmation 
is assumed to have a synergistic, conjoined or potentiating effect The 
protein injections stimulate the natural defence forces of the organism, 
and promote thus a stronger action of the antibacterial drugs Tlus 
helps to prevent the onset of relapses and the appearance of drug resis- 
tant bacterial strains Good results have been obtained in the treat- 
ment of chronic infections, especially of gonorrhoea, and m some cases 
of arthritis, rheumatism, lumbago and influenza It is suggested to 
try this combination in a number of other infectious diseases 
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Critical Notes and Abstracts 

SUPPRESSION AND TREATMENT OF MALARIA— C A 

Bentley British Medical Journal, Oct 9, 1948, p 691 

In a letter to the Editor of the British Medical Journal, Prof 
Bentley, former Director of Public Health of Bengal, and Professor 
of Hygiene at the University of Cairo, tells of his experience with quinine 
during his long career m the Far and Near East 

In the Jalpaiguri Duars of Northern Bengal, an area where spleen 
and parasite indices exceeded 90 per cent, he protected himself by sys- 
tematic daily use of 1 5 gram tablet of quinine sulfate , if he developed 
any sort of symptoms (headache, sore throat, indigestion, etc ) quinine 
was not stopped, but the dose was doubled for a few days 

In the Duars a large proportion of the European population took 
to systematic use of quinine Since then, only three cases of black- 
water fever occurred among Europeans who professed not to beheve m 
quinine and only took it when they felt unwell 

Many authors (including Bentley himself) consider blackwater 
fever to be consequent upon a sudden dose of antimalanal drugs after a 
long intermission The onset of blackwater fever immediately after use 
of mepaerme, as reported by Wilson ( Medical Journal of Australia, 
vol 2, 1943, p 414) suggests that this disease is not due to a hypersensi- 
tivity to quinine itself, but rather to a by-product hberated from the 
parasites themselves by an antimalanal drug 

The moral appears to be that whatever the drug chosen for the 
suppression of malaria — whether it be quinine or mepaerme, and quite 
probably paludrine also — it would be wiser to take it daily rather than 
intermittentlj r 

THE TOXICITY OF LARGE DOSES OF PENTAQUINE (SN- 
13,276), A NEW ANTIMALARIAL DRUG— B Craigie Jr, 
L Eichelberger, R Jones Jr , A S Alving, Th N Pullman & 
C M Whorton Journal of Clinical Investigation, vol 27, May 1948, 
p 17-24 

Since a few years some substances of the group of 8-aminoquino- 
lines are studied with care, because it has been shown that these sub- 
stances (pamaquin, lately pentaqume and iso-pentaquine) when ad- 
ministered in combination with quinine, constitute at present the best 
method to treat patients with relapsing malaria, either caused by P 
vtvax or P malar tac 

Craigie and co-workers treated 200 volunteers with pentaqume 
(SN-18, 276), with daily doses of 120 and 180 mg of the base The 
purpose of their experiments was to define the margin of safety of 
the drug in clinical use The routine dose of pentaqumine being 80 mg 
daily only, one can understand that, if 120 or 180 mg are tolerated with- 
out serious consequences, 30 mg may be taken with safety 

Most of the subjects experienced abdominal discomfort and methae- 
moglobmaemia, but marked toxic symptoms were limited to those 
subjects receiving the drug without quinine Further experiments are 
being taken, but at present one feels justified m saying that 
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(«) toxic symptoms are severe when unnecessarily high doses 
(4 times the amount required for antimalarial chemo- 
therapy) are taken , 

(b) toxic symptoms are lessened by the concomittant use of 
quinine 

PENTAQUININE (SN-13, 276), a therapeutic agent effective in 
reducing the relapse rate in vivax malaria — A S Alving, 
B CnAioir Jr , R Jones , G jtf Whorton, Tn N Puli/uan & 
L Eiciu luerger Journal of Clinical Investigation, iol 27, May 
1048, p 25—33 

Pcntnqumme Mas administered to 82 subjects in doses of 60 mg of 
base or less, daily An additional group of 17 subjects without clinical 
malaria uns included m toxicity studies 

Some of the subjects received quinine or paludrine concurrently 
w ith pentaqumme, all drugs being given every four hours for 14 days 
The concurrent administration of quinine sulfate (2 gm daily) 
with pentaquine (60 mg of the base) daily, was clearly moie efficacious 
than pentaquine alone or the combination of pentaquine with paludrme 

RELATIVE RESISTANCE OF PL GALLINACEUM AGAINST 
QUININE THROUGH REGULAR ADMINISTRATION — 

A Tn Ivxoppers NedcrlandschTydschrift voor Geneeskunde, vol 92, 
Sept 25, 1948, p 8034 

The author, m a series of experiments, not corollated with those of 
Bishop and others, attempted to solve the question Is it possible to 
heighten the resistance of avian malaria parasites against paludrme and 
Quinine ’ For tins purpose, 7-day old chicks were first infected with 50 
million parasites of P galhnaceum The infected animals were then 
treated with a sufficient dosage of these drugs to l educe the number of 
infected erythrocytes by one half, as compared with the untreated con- 
trols This dosage was therefore not sufficient to eradicate the infection 
By this insufficient treatment a high-grade resistance against palu- 
drine w as reached in 3 months , the 30 to 40-fold of the initial minimum 
active dose become inactive The strain of P Gallmaeeum wducli was 
thus made paludrinc-resistant, remained normally sensitive to quinine, 
atebrmc and the sulphonamides 

Analgous experiments with quinine proved that it is possible to 
increase resistance against this drug also, but only twofold The 
quinine resistant strain of plasmodium remained normally sensitive 
to atabrine, paludrine, chloroquine, and the sulphonamides, but, strange- 
ly, became over-sensitive to substances of the group of 8 aminoqmno- 
lines plasmoquine, pentaquine and isopentaqume 

One of the strains used m these experiments, which became some- 
what quinine-resistant (laevo-rotatory), acquired the same property 
against cmchonidine (also laevo-rotatory) But against the dextro- 
rotatory homologues (quuudine and cmchomne) the increase of resistance 
was smaller 

When the administration of qumine was stopped during 26 weeks, 
resistance still remained about the same , after passage through the 
mosquito (Acdes aegypti) it was partially lost 

Knoppcrs is of opinion that in the practice of medicine the possibili- 
ty of quinine resistance can be excluded 
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STUDIES IN HUMAN MALARIA VII The protective and 
therapeutic action of quinine sulfate against St Elizabeth 
strain vivax malaria — G R Coatxey, W Clark Cooper, 
D S RunE, E S Josephsox, M D Youxg, & R W Burgess 
Amen can Journal of Hygiene vol 47, Jan 1048, p 120 

Thirty volunteers were each bitten b) 10 A quadnmaculatus, m 
fected v ith the St Elizabeth strain of PI vivax, and were treated in 
different waj s with v arying doses of qijnine sulfate U S P , containing 
83 percent ot quinine base (This quinine sulfate USP is anhy drous 
and therefore contains about 1/10 more base than quinine sulfate of 
other pharmacopoeias ) 

Observation ot the patients lasted for 18 months All qunnne 
doses v ere invariably administered ev erv 6 hours, the daily dose being 
divided into 4 portions 

A Protective tests ( 1) By admimstenng 0 5gm of quinine sulfate 
dad) , during 25 days (4 days before, on the day of, and 20 days after 
exposure to infection) all 5 patients had their attacks of malaria delayed 
until 9 to 11 months after exposure 

(2) By administering 0 25 gm of quinine sulfate dad}'' for the 
same period of time, 4 out of 5 had early primary attacks, 2 to 3 weeks 
after exposure , in the fifth the delayed primary attack appeared on the 
800th day 

(3) File controls (without quinine) had early primary attacks, 
parasitaemia becoming patent from 12 to 16 days after exposure 

(4) Administration of quinine during 11 days (2 gm daily), 4 
days before, on the da}' of, and 6 da) s after exposure, or 0 5 gm daily 
for the same period, had no success at all All subjects treated as well 
as the controls, dev eloped early primary attacks, parasitaenua becom- 
ing patient 12 to 15 da) s after exposure to infection 

B Therapeutic Inals (1) Twenty eight early primary attacks 
were treated with quinine sulfate for 0 days, 9 subjects got 2 gm , 
10 got 1 gm 9 got 0 5 gm daily Results may be summarised as 
follows “Parasitaenua cleared and fever was controlled in all 28 
subjects, the rapidity of action being roughly proportional to the dosage 
used ” These are the w ords of the authors 

However, when studying their table (3), one finds dearly that 
0 5 gm of quinine sulfate daily was definitely insufficient for some 
subjects 4 out of 9 patients had recrudescences within 3, 6, 11 and 
15 days, the others relapsed after S to 9 months 

All patients treated with 1 or 2 gm of quinine sulfate daily re- 
lapsed atter sev eral months only, and m this respect one cannot speak of 
the action of the drug being proportional to the dosage used In these 
experiments there certainly existed a certain proportion betv een dosage 
and immediate results , when comparing these after 1 and 2 gm dail) , 
one finds clearance of the blood in 4 and 3 da)s, resp , afebrile tempera- 
ture m 2 da)s and 1 da) This difference however, is certainly not 
important , it is more important that the patients w ho w ere treated w ith 
6 gm of quinine sulfate in 6 da) s must hav e had a much better time than 
their co-patients who got 12 gm in the same period of time, and who 
must liav e suffered from cmchomsm 

(2) In 5 persons 16 late attacks (mcluduig relapses) of St Eliza 
both strain vuav malaria w ere treated w ith 2 gm of quinine sulfate daily 
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foi 6 dnj s A s m this series no comparisons were made between differ- 
ent regimens (c g , 1 or 2 gm daily), we can only remark that, as in the 
lirst senes, where 0 5, 1 and 2 gm daily were tried, no difference was 
seen between the latter two as regards relapses, it seems justified to 
suppose that 1 gm daily would have given the same results as 2 gm 
dnilv. 

Plasma concentration of quinine — The authors determined plasma 
quinine daily, 3 hours after the morning dose of the drug Recently 
the determination of plasma quinine has come into the fore, mainly 
through publications of Brodie <L Udcnfncnd and Shannon It becomes 
clear that the amount of quinine in blood plasma (mg per litre) is not 
correlated with therapeutic results, if one studies the tables 3 and 4 

Patient A 20 with 3 0 mg quinine per 1 relapsed after 11 days 
„ A 2-1 , 2 0 mg , „ , , 202 

„ V IS , 4 8 mg , , „ , , 15 „ 

„ A 23 , 3 0 mg „ „ , , 275 „ 

„ A 20 4 3 mg „ „ , ,, , 208 , 

A 30 ■ 2 0 mg , ,, , 270 ,, 

On (lie oilier lioud 

Patient A 11 nlth 15 6 mg quinine perl relapsed after 251 days 
, A 17 ,, 4 4 mg , , , , 252 

, A 10 ,33 mg , „ , „ ,301 

In 9 patients who took 0 5 gm of quinine daily, the mean plasma 
concentration varied between 1 9 (A 9) and 5 (A 45) , in 10 patients 
who took 1 gm daily between 4 3 (A 25) and 10 3 (A 8) , in 12 
patients who took 2 gm daily between 4 0 (A 44) and 15 6 (A 11) 

So, patient A 44 took 4 times the dose of patient A 45 and still had 
a lower plasma concentration 

All these patients replased after 251, 256, 268, 271 and 276 days, 
respectively Only A 9 recrudesced promptly after 6 dajs 

Another example Patient A 24 took 1 gm daily his plasma con- 
tained only 2 7 mg of quinine per litre and it took 8 days before his 
smear was negative Patient All took 2 gm daily his plasma con- 
tained 15 6 mg per litre, nearly the sixfold of A 24 

These examples clearly show that determination of the plasma 
concentration of quinine has little practical value, if any, in judging the 
therapeutic effects of quinine doses 

CURE OF CHRONIC VIVAX MALARIA WITH PENTAQUINE 
— L T Coggeshall & F A Rice Journal of the American 
Medical Association, vol 189, February, 12, 1949, p 487-489 

So far treatment of malaria has been characterized by the failure 
to obtain permanent cure, especially m wax and quartan malaria 
Quinine and the newer synthetic an timalanals afford prompt relief mthe 
acute attack, but relapses occur in a high percentage of patients 

Since 1980 we know that these relapses may be reduced in number 
by treatment with quinine, combined with substances of the 8-amino 
quinoline group First among these was plasmoclnn (now called pama- 
quin), then came pentaqume, synthesized by DRAKE 

Many very favourable reports, both about qumme-pamaqum and 
quinine-pentaqume have been published, but nearly always the re- 
ports mentioned annoying symptoms m a rather large percentage of 
cases cmchomsm and epigastric troubles with methaemoglobinaemia 
These symptoms were certainly caused by the rather high dosage 
of both drugs Most authors used 2 grammes of quinine, with 60 mgm 
of pentaqume daily Coggeshall and Rice started with a 14-day regi- 
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men of 2 gm of qnmme daily also, combined, however, with 30 mgm 
of pentaqume base They wiotc “Since the amount of quinine A\as 
chosen arbitrarily and because many of the first patients treated com- 
plained of symptoms of cinchomsm, the amount given was reduced 
to 1 gm per day ” Thus, (17 patients got this moderate daily dose, 
which pi oi cd to be as effective ns the larger one To quote the authors 
“The dosage of qnmme when dcci eased from 2 0 to 1 Ogm seemed to be 
just as cflcelivc ’ 

Of 185 patients, the majonty of which was experiencing relapses 
cuiy 4 to G weeks pnoi to treatment, 103 had no further objective 
findings rclciable to malaiin , 10 were verified failures, with blood 
smears yielding pniasilcs, the remaindei had chills but no parasites 
could be detected m their blood smear It is not sure whcthei or not the 
laltei gioup ought to be considered as failures 

Anyhow, lcsulls have slioiwi that quinine pen taqunie, m moderate 
doses like picsciibcd by Coggcshall and llicc, very nearly succeeded m 
radically curing A'nax malaria 

THE PROBLEM OF TRICHINOSIS 

Within recent years m the United States a number of surveys of the 
incidence of tiiclnnosis m autopsies have been made and these show an 
average of 10 per cent infection This means that at least 10 per cent 
of persons m the United States, at the time of death, have trichinosis 
In Gould’s scries of over 1,200 autopsies, a total incidence of tnchinous 
infection of 22 pci cent was found In succeeding decades the incid- 
ence became piogrcssn cly gicatcr, so that m the 80’s an incidence of 
53 per cent w ns found , therefore, the older the person the more chances 
he has had ol exposure lo this infection 

At autopsy lai vac may be sought by the usual microscopic method of 
sectioning and by the compression and digestion methods When a 
single block of diaphragmatic muscle i\ns sectioned 2 per cent of the 
mlcctions were found By compression of a 1 0 gm portion of diaph- 
ragm If pei cent wcie detected, but when 10 portions of 1 0 gm each 
veic examined 2‘) per cent of the infections veic found When both 
methods were used the author was able to lccovci trichinae from oAcr 
50 pci cent ol bodies examined 

In huge pait, therefore, the incidence of infection as determined at 
autopsy will depend upon the method used In the digestion method, 
artificial gastric juice (1 per cent pepsm and 1 per cent hydrochloric 
acid) is added to the ground muscle m a container The mixture is 
stored in an incubator-room overnight to digest the muscle and cyst 
Avails The larvae, hoA\cver, resist digestion When the mixture is then 
Illtcicd the organisms aic recovered, 

Methods that may be used for diagnosis of the disease include exa- 
mination of the blood for cosinopluha, immunologic tests (mtradermnl 
test, blood precipitin test, and complement-fixation test) , demonstra- 
tion of lar\ ae m the host, m the blood, m the cerbrospmal fluid, m skele- 
tal muscles and demonstration of lanuic m the suspected meat The 
leukocyte count is generally increased m the disease, Avitli eosinophilm as 
the most important sign Tfie degree of eosinophilm is not an index 
to the sei'crity of the disease 

The common symptoms of the disease me (1) Constipation or 
dinrihea, either of avIiu.1i may be se\crc and protracted (2) Fc\er 
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( 3 ) Oculfir (I) Muscular pnm (5) Respiratory sy mp toms (6) Neuro- 

Ionic symptoms (7) The cardiovascular s\ mptoms 

Since 1 5 per cent of all hogs m the United States aie triclimous, 
t his means tlirce sen nigs out of 200 senings per person per year would 
he tnchinous pork, and that during the lifetime 200 servings of tricln- 
nous pork will he offered Fortunately, most of the meat will contain 
dead trichinae if it is properly prepared IIov e\ er only one meal with 
one Ining trichinae is required to produce the infection It is recom- 
mended that the Government lequire that all pork intended for sale 
shall he so processed ns to render it tree from viable trichinae 

(C'ouhl Sjhcsler V Detroit, 'Midi Diagnosis and Treatment oT Trichinosis Postgraduate 
Mcillclncfi 217 April 19tQ 

ANEMIAS IN PREGNANCY 

In a recent article by Wolff and Lwnam, the clinical management of 
the anemias of pregnancy is discussed It was stated that excessive 
loss of blood during pregnancy is the greatest cause of death from child- 
birth, and that m order to lover this mortality all factors that are con- 
tributory must be eliminated A healthy woman may lose 500 to 600 c c 
of blood during delivery "without ill effect, while such blood loss may be 
disastrous in a se\erely anaemic individual Correct diagnosis of the 
anaemia as to type and cause is essential Therapy must be rational 
and proper Then the patient will cntei labour ready to combat pos- 
sible blood loss 

There is a definite increase in blood volume during pregnancy This 
is maintained until after delivery except for a slight reduction as the 
patient approaches term This increase m volume is due entirely to an 
increase m the plasma content of the blood The blood cells are produ- 
ced at a normal rate, similar to that in non-pregnant individuals Treat- 
ment is not needed m such cases and so called routine prophylactic 
anti-anemia therapy is contraindicated 

The careful management of the anemias of pregnancy primarily 
demand an accurate diagnosis of the anemic state Blood replace- 
ment is a valuable method of rapidly bringing the blood values up to safe 
levels The use of blood transfusion as a therapeutic agent in the ane- 
mias of pregnancy has been strongly recommended by the authors 
Strict adherence to details and the complete co operation of the labora- 
tory technicians, the nurse and the doctor is stressed The laboratory 
technician must see that the blood is correctly typed, cross-matched, 
and the Rh factor determined 

The doctor must check on these factors as he is the one legally 
responsible for errors He must also be certain that the transfusion 
equipment is sterile and pyrogen free The blood must be w armed to 
room temperature and must be given slowly 

Forty' drops per minute is the proper speed for at least the first 
hundred c c The obstetrician can competently diagnose and treat 
most cases himself with the use of simple routine laboratory procedures 
Yet whenever the anemia is severe or does not respond to simple 
therapy, co operation with the hematologist is essential 

(Wolf John R Chicago III M D and Limarzi Louis R MD The Clinical Management of 
the Anemias of Pregnancy, American Practitioner Vol III: 473 \prll 1049) 

PERSONALITY IN HYPERTENSION 

The authors have made a comprehensive study of the degree of 
association between various possibly releiant personality patterns 
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in hypertensive and non-hypertensive persons The study was dn idrd 
into three groups (a) Group I which was subdivided into tnorrouns 
Neurogenic hypertension, and other types of hypertension , (b) Group 
II — personality disorder -without hypertension , and (c) Group III—- 
chronic somatic disorder 

For the personality ratings, experimentation with a number of 
habitual patterns of reaction to crisis and of interpersonal relations was 
made of which only the following seemed feasible hysteria, anxiety, 
depression, obsessive-compulsive behavior, subnormal assertiveness 
and impulsiveness 

The patterns rated have little to do with either the age at detection 
of hypertension or the duration of hypertension and with few exceptions, 
the patterns defined were present at the rated levels long before the 
detection of hypertension Statistically significant degrees of associa- 
tion are found for “obsessive-compulsive behavior” (r=0 44 plus or 
minus 0 10) and for “subnormal assertiveness” (r=0 88 plus or minus 
0 10 ) 

The described positive associations between presence of hyper- 
tension and certain personality ratings do not signify an etiologic 
relation between the significant patterns and hypertension, but only that 
there is concomitant variation of the two variables The absence of 
significant differences m the ratings for neurogenic and for other types 
of hypertension — endocrine, renal, mixed — is noted By much more 
laborious study of far fewer subjects, this method should prove useful in 
smilar investigations 

(Crcssel Gregory C St Louis, Mo ct nl Personally Factors In Arterial H\pcrtcnsion Jour 
nal of tbc American Medical Association 140 205 272 Ma\ , 1040 ) 

HEMORRHAGE ARISING FROM ABNORMAL 
HEMOSTASIS 

Summarized data on a series of patients with spontaneous bleeding 
who had a similar clotting abnormality was recently presended by 
Allen, Grossman, EJghammer, Moulder, McKeen, Jacobson, Pierce, 
Smith, and Crosbie of Chicago This clotting defect was characterised 
by an increase in the protamine titration and was frequently associated 
with a prolongation in the whole blood clotting time The blood of 
the patients comprising this study showed an increased protamine 
titration when the prothrombin level was normal or near normal, 
when fibrinogen levels were not abnormal and when fibnnolysm was not 
grossly disturbed 

Many of these patients also had severe thrombopemn In others, 
hemorrhage occurred when the platelet count was normal The bleed- 
ing in most of these patients responded to adequate therapy with tolui- 
dine blue and/or protamine sulfate It is pointed out that both of these 
agents are capable of reacting with several endogenous compounds in the 
body other than heparin Some of these endogenous compounds are 
heparin-like, but the rest appear unrelated to heparin The defect 
presented by thrombopema, did not respond to this form of therapy 
In those few patients with idiopathic thrombopema and an increased 
protamine titration who did respond to the dye, the response was 
inadequate to warrant withholding splenectomy Thrombopema was 
observed to occur with or -without an increased protamine titration and 
vice versa 
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While these two changes were frequently associated, they appeared 
lo be independent phenomena Many of the patients state they felt 
better after toluidine blue was administered While this response may 
have been due to the psychologic effect of the events commonly associat- 
ed with therapeutic measures of this type, it is also known that the dye 
is capable of increasing the oxygen uptake of the tissues 

Patients whose bleeding was associated with malignant disease 
were frequently temporarily relieved of the distress of bleeding, although 
bleeding tended to recur m this group unless toluidine blue was ad- 
ministered at regular intervals 

(Allen J Garrott University of Chicago Chicago III , Grossman Burton J Eigbammer, Richard 
M Moulder, Peter V . McXcn Ciinrlcs L Jacobson Leon O , Pierce. Mila and Smith Taj lor R and 
Crosble, James M Abnormal Bleeding Journal of the American Medical Association 139 1251 April 
1949 ) 

SCHICK TEST RESULTS AFTER DIPHTHERIA TOXOID 
INJECTION 

The results of the Schick test performed, with controls, on 121 
children 30 to 88 months after they received a single injection of pro- 
tamine diphtheria toxoid are reported by Ross All of them had positive 
reactions to the Schick test before they received the toxoid, and they 
had not been tested in the interval The ages of 98 of the children at 
the time of the second test ranged from 42 months to the years , the 
rest were between 68 months and 12 years old 

In nine ehddren the results was read four days after the injection of 
the Schick toxin and again three days later No change m the four day 
reading occurred, with the exception of one result which was doubtful 
on the fourth day and positive on the seventh Thirty-two u ere seen 
seven days after the injection Of the 121 children, the reaction of six 
to the Scluck test were positive and the reaction of one was pseudo- 
positive Therefore, approximately 95 per cent were, presumably, 
still immune 

The ages of the children with positive reactions at the time of the 
test were 42, 44, 40, 58, 95 and 125 months It is of interest that all six 
positive reactors were among those subjects the total number of whom 
was 58, tested in the months of October, No\ ember and February, 
while among the 68 tested in the months of April and June there were 
none with positive reactions The artificially immunized children lived 
in their parents’ homes , contact with actual cases of diphtheria vv as 
probably nil, while contact with carriers cannot be estimated 

In spite of the satisfactory immune status of these subjects, it is 
recommended that two doses of protamine toxoid be administered rather 
than one The belief is based on the considerably larger percentage of 
children who produce greater amounts of antitoxin (1/10 unit oi more) 
after two injections Thus, protection will be more prolonged m a great- 
er proportion of children 

(Rots Victor, Ph D , New \ ork N\ Results of Schick Testing Three cars After the Injection 
of Protamine Diphtheria Toxoid, American Journal of Diseases of Children 77 450 April 1049 ) 

RADIOIODINE IN THE BLOOD 

McConahey, Keatmg Power haie undertaken the present stud} 
to (1) examine directly the behanor of radioiodine m blood after its 
oral administration to persons -who have \ar\ing states of thyroid 
function, (2) compare the disappearance rate of radioiodme m blood 
as determined directb from observations in the blood itself until esti- 
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mates of this same value obtained from urinary studies , and (3) examine 
the appearance m the blood of organically bound radioiodine 

Levels of total radioiodine m the blood after oral ingestion of I 131 
m the form of iodine show significant differences in various thyroid 
states Mean concentration of nodioiodme m the serum u as 2 00 per 
cent of the dose per liter in cases of myxedema, 1 28 per cent in euthy- 
roid persons and 0 49 per cent in cases of hyperthyroidism was noted 
eight hours after ingestion 

The curve of total radioiodine m serum plotted against time has 
three components (a) an initial rapid increase followed by a brief, 
rapid fall, regarded as reflecting gastro-mtestmal absorption, and equili- 
bration with body fluids , (h) an exponential fall, regarded as reflecting 
disappearance of radioiodine as iodide from the blood into the thyroid, 
the urine and other sites of disposal, and (c) a third phase which indi- 
cates the appearance m the blood of organically bound radioiodine 

The authors estimated the disappearance rate of radioiodine from 
the blood from the curve of excretion in the urine, and found the rate 
reflected variations in thyroidal function, being more rapid than normal 
in hyperthyroid subjects and less rapid than normal m hypothyroid ones 
No significant difference a as disclosed u hen the rate of disnpearanee of 
radioiodine from blood estimated directly from blood itself with estima 
tions of the same rate determined from simultaneous observations of 
urinary excretion of radioiodine was compared 

This latter method therefore appeared to be an appropriate means of 
estimating the disappearance rate of radioiodine from the blood 
Precipitable radioiodine appeared in the blood much sooner, 
rose mere rapidly and reached higher concentrations m hyper- 
thyroid than in euthyroid persons A small concentration of 
precipitable radioiodine was observed in a patient who had myxedema 
Even though the method employed is relatively msensitne and in- 
accurate it appeared likely however, that with more sensitive and accur- 
ate methods of analysis the rate of increase of organically bound radio- 
lodme in blood and the maximal concentration achieved can be compared 
with the concentration of protein-bound iodme measured by chemical 
methods in order to obtain a measure of turnover rate of pro tern- 
bound iodine 

OlcConaliej AYMlInni M • Mft> o Clinic Rochester, Minn el nl The Bchnwor of Rndloiodme 
In the Blood Clinical ln\ c^tiffitlon 28 1 01 108 March 10*0) 
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Original Contributions 

SOME OBSERVATIONS ON THE 1949 EPIDEMIC OF 
POLIOMYELITIS IN BOMBAY 

by 

D D VORA,mv rcps.MUCJ 1 (Lond ) 

Phyaiclnn, Municipal Group of Hospitalu Sion 
BOMBAY 

An opportunity occurred to observe some aspects of Poliomyelitis, 
when the Municipal authorities decided to admit the cases occurring 
m the city in Municipal Group of Hospitals Sion But it must be 
said that cases were received from near vicinity of Bombay like 
Thana and an occasional case from farther than that The first case was 
received on July 28, 1949 The last case included in this series was ad- 
mitted on October 14, 1949 Since then, three cases have been admitted, 
which are not included in th? present series 

In all 110 cases were admitted to the polio- wards, with the 
presumptive diagnosis of Acute Amtenor Poliomyelitis Of these 
82 were clinically diagnosed Acute Anterior Poliomyelitis, and the rest 
comprised various conditions which will be mentioned under the 
heading of differential diagnosis 

It was not possible to test each individual muscle 111 all our cases, 
as most of the patients were of the age-groups from six months to two 
years, m whom the active co operation was not possible 

Due to lack of facilities for electrical testing, it was a further 
handicap to the accurate localisation of the affected muscles, and also 
as there was no adequate laboratory facilities, it was not possible to get 
reliable results of the examination of cerebro-spinal fluids of all the 
cases Hence no mention will be made of the same in the following 
remarks 

Treatment — In order to obtain uniform information the house 
officers and the nursing staff were given printed instructions The 
treatment given to the patients mainly aimed at strict isolation of the 
case and the attendants This was achieved by resen mg the sen ices of 
few of menial and nursing staff exclusively to polio- w ard The nursing 
staff, the menials, and the medical officers visiting the ward were 
provided with masks and gowns for their safety and for preventing 
them as carriers The relativ es w ere not allowed to v lsit the patients 
in the ward Tonsillectomies are suspended since the beginning of the 
admission of the polio cases, in order to avoid bulbar complication 
No case of cross-infection has occurred in the hospital, nor has any 
been reported from the staff or their immediate contacts 
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All patients were given either a salicylate or a bromide mixture on 
admission Emil Smith (1948) has reported good results of Pnscol 
therapy Bubbet al (1948) have reported favourably on the D H E 45 
or Di-hydroergotamine In view of this, it was decided to use them m 
conjunction with control cases who were not given these drugs In the 
beginning every alternate case was treated as control and with 
D H E 45 Later on, Pnscol was added to the trial, putting every third 
case on Priscol After the acute stage was over, care was taken to 
prevent contractures by massage and passive movements At the end 
of six weeks of disease the eases were discharged and directed to the 
Reliabihtation Centre for further Orthopaedic treatment, if required 
Priscol is a synthetic vasodilator and is supjiosed to act beneficiallv 
by increasing the blood-supply to the affected limb, winch is cold 
and partially ischemic due to the vasospasm D II E 45 has sympatln- 
colytic action and the beneficial effects are thought to be due to relief 
of the limb from the vaso-spasm The dose of Priscol iv as 5 mg — 4 
hourly for a fortnight, to the children D H E 45 was given to adults m 
dose of 2 mg — 8 hourly for a week intramuscularly followed by 8 drops 
— 8 hourly orally for a week In children it \\ as given 8 drops — 8 
hourly orally for a week (15 drops=2mg ) 

Sex-Incidence — 

Males Females Total 

48 34 82 

In this series, there were 48 males, as against 84 females The 
males are said to suffer somewhat more frequently than females In 
this group of females, one patient aged 28 years was pregnant, four 
months Pregnancy was not affected till 45th day of the disease 

Age-Incidence — 


Age 

Males 

Females 

Total 

Up to 0 months 

3 

2 

5(6%) 

7 — 12 months 

10 

1 1 

20 (85 5% ) 

13 — 24 months 

10 

I) 

25 (30 5% ) 

25 — 80 months 

0 

4 

10 (12%) 

37 — 48 montlis 

1 

) 

4(5%) 

40 — 00 months 

0 

0 

0 

0 — 10 years 

3 

1 

4(5%) 

11 — 15 years 

0 

0 

O 

10 — 25 years 

0 

o 

2(2 5%) 

25 years and abo^s e 

3 

0 

3(3 5%) 

Total 

48 

34 

82 


It is believed that children under the age of one year are rarely 
attacked and children below the age of six months are seldom affected 
due to transplancental immunity from the mother Most sufferers 
are between the ages of two and four years After the age five years 
the susceptibility diminishes and the disease is rare after the age of 25 
years In the present cases, youngest patient was Ik month old and 
the oldest was 80 years of age Most of the cases, 35 5%, of the total 
fall under the age-group 7-12 months 

Kelleher(1947), observing on some aspects of the 1947 epidemic 
of U K , quotes the age incidence, in his 66 cases as follows — 

Age Percentage 

Under 5 yeare 33 

5 — 15 years 40 

Over 15 years 87 
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The youngest patient of his was eight months old and the oldest 
one was 41 years 

Abortive Cases — Tiiose cases were diagnosed as abortive which 
showed slight transient weakness and normal jerks There were 10 


such cases, which are 
Age 

detailed below - 
Mates 

Females 

Total 

18 — 24 montlis 

4 

1 

5 

25 — SO months 

0 

2 

2 

6 — 10 years 

. 3 

0 

3 


Distribution of Paralysis — (As presenting symptom) Generally 
the lower limbs are affected more than the upper limbs The bulbar 
form is not frequent The distribution is as follows m the prseent 
group — 

Spinal distribution 75 cases (915%) 

(a) Upper extremities 7 cases (8 5%) 

( b ) Lower extremities 56 cases (68%) 

(c) A combination of upper & lower extremities — 8 cases (10%) 

( d ) Quadruplegia 4 cases (5%) 

Bulbar — involved the facial nerve nucleus, 6 cases (7 5%) 

Encephalitic 1 case (1 %) 

In the upper extremities group, only one extremity was involved 
m all cases In these cases, one died, five were left with residual paraly- 
sis and one had no residual paralysis 

In the group of the combination of the lower and upper extremities, 
one upper and tvo lower extremities were affected in 2 cases In 6 
cases, one upper and one lower extremities were affected, the distribu- 
tion being ipsilateral in 5 cases and contralteral m 1 case In this 
group, one died of diaphragmatic paralysis and m 1 cause of death could 
not be determined ante-mortem Residual paralysis was seen m 5 
cases and one was discharged without any neurological abnormality 

From the cases, with the involvement of the lower extremities alone, 
10 were abortive, 5 were not left with any paralysis, 87 had residual 
paralysis and 4 died The cause of death was diaphragmatic paralysis 
in 1, vasomotor paralysis in 2, and terminal rise of fever m 1 One 
extremity was involved in 29 cases, the rest with the involvement of 
both extremities Among these were also the cases with involvement of 
paravertebral muscles in 2, cervical muscles in 1, unilateral abdominal 
muscles m 1, cervical with parabertebral in 1, ipsilateral dome of diaph- 
ragm m 1, and ipsilateral facial involvement m 1 case 

From amongst the cases with quadruplegia, two had unilateral 
affection of the diaphragm All the four cases of quadruplegia died of 
respiratory paralysis 

All the cases of the bulbar type showed the affection of the VII 
cranial nerve distribution One case also had the weakness of the cervi- 
cal muscles No death occurred in this group One left without any 
abnormal neurological sign but five had residual paralysis 

The one case with the encephalitic involvement, showed the Parkin- 
sonian tremors on one side There was no past history of ophthal- 
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moplegia nor somholence Patient had fever for few davs preceding the 
tremor, 

Laha (1945) quotes distribution of paralysis in 1166 cases of Lovette, 
from the New York epidemic of 1916 


Group 

jVo of Cases 

Percentage 

Both legs 

338 

29% 

One leg 

302 

25% 

Both legs -p both arms 

127 

U% 

Both legs -p one arm 

101 

8 5% 

One arm 

83 

7% 

Homolateral arm -p leg 

88 

3 5% 

One arm -p opposite leg 

20 

2 5% 

Both arms 

a 

3% 

Both nrms -p one leg 

20 

2% 

Girdle cases 

57 

5% 

Facial alone 

88 

8 6% 


Differential Diagnosis — Acute anterior poliomyelitis is generally 
to be distinguished from acute transverse myelitis, acute infective 
polyneuritis and tuberculous meningitis In this senes, a variety of 
cases were referred to us with a label of poliomyelitis This could be 
attributed to recent consciousness about poliomyelitis in the city 
There were 28 such cases They included the following conditions — 

Hysterical aphonia, hiccough, dysphagia and paresis , tetany, 
syphlitic spinal paralysis, convulsions m children due to worms, post- 
traumatic inability to use the extremity, ataxia, gumea-worm abcess, 
acute attack of bronchial asthma, tuberculous enteritis of long standing 

Of the above, three cases which were very mstrustive are briefly 
mentioned here 

A young man aged 80 years was admitted to the polio vard with 
history of fever for a day, intense pain m the thighs and inability to 
move the lower extremities Examination revealed uaekness of the 
flexors of both thighs, normal knee and ankle jerks, marked tenderness 
of thighs, symmetrical bilateral firm swellings of thighs on their antero- 
lateral aspects, giving the appearance of inverted champagne-bottles 
This was at first thought to be due to spasm of the quadriceps femons 
When after four days of observation, neither the pain nor the fever 
subsided, an X-ray plates of the thighs and the hips were taken These 
showed the presence of calcified guinea-worms m both the thighs and 
m the abdominal wall Penicillin and sulphadiazine relieved the patient 
The swellings of thethighs softened andhadto be incised and evacuated 

A girl of 14 years of age, with slightly stunted growth for her age, 
was admitted with history of fever previously, vomiting and intense 
pam in the limbs On examination, neither weakness nor change m the 
reflexes was noted But a v ery mild carpo-pedal spasm was observed 
Blood-serum calcium was 4 mg/100 ml The patient died after a few 
days of anuria and uraemia 

A boy about 9 } ears of age, in an acute attack of bronchial asthma, 
was thought to be suffering from diaphragmatic paralysis, which was 
discovered on flouroscopy done without the preceding clinical examina- 
tion The patient had low fever The diaphragm was immobile 
Patient had prolonged exqnration with dry sounds Adrenaline 4 ml 
subcutaneously gave prompt relief 
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Results — The results, vary from epidemic to epidemic The 
death-rate varied from ] % — 18% Emil Smith (1941) quotes of the 
cases from 1987 — 1947, at Brooklyn as follows — 

Total Cases Residual paralysis Deaths Recovered 

1172 007(51%) 51 (4 25%) 505(48 25%) 

In the discussion m Primer on Poliomyelitis, mention is madeoftke 
mortality-rates of various epidemics 

New York, 1010 25 2% 

Sjdney (Australia), 1037, less than 1% 

Manitoba, 1941 % 

Results of the cases — 


Result 

Deaths 

Recovered 

Residual paralysis 

DELE 45 

3 

4 

25 

Pnscol 

1 

o 

4 

Control cases 

7 

2 

24 

Total 

11 (15 5%) 

8(11%) 

53 (73 5) 

Results of D H E 45 

Males 

Females 

Total 

Deaths 

2(12%) 

1 (7%) 

3(0 5%) 

Recovered 

1 (0%) 

3 (20% ) 

4(12 5%) 

Residual paralysis 

14(82%) 

11(73%) 

25 (78%) 

Total 

17(100%) 

15(100%) 

32(100%) 

Results of Pnscol — 


Males 

Females 

Total 

Deaths 

1 (14%) 


1 

Recovered 

2(29%) 


2 

Residual parulj sis 

4(57%) 


4 

Total 

7(100%) 


7 

Results of the cases treated as control 

— 



Males 

Females 

Total 

Deaths 

5(30%) 

2(12 5%) 

7(21%) 

Recovered 


2(12 5%) 

2(0%) 

Residual puralysis 

12(70%) 

12(75%) 

24(73%) 

Total 

17(100%) 

10(100%) 

33(100%) 


Results according to the sex — 

Mules Females 

Deaths 8(10 5%) 8(10%) 

Recovery 3(7 5%) 5(10%) 

Residual paralysis 30 (73%) 23 (74%) 

Total 41(100%) 31(100%) 

In this series, the females have shown a better reaction to recovery, 
less death rate, and less number of cases of residual paralysis The 
results of the Pnscol therapy could not be considered according to the 
sev, as coincidentally all the patients who were given Pnscol \\ ere males 
All those who presented with quadniplgeia, died of respiratory 
paralysis As the virulence of the virus vanes from epidemic to epide- 
mic, beneficial results cannot be definitely attributed to any particular 
drug, unless and until the same drugs are tried 5' ith control cases m every 
epidemic and the results summated 
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SUM M Ul\ 

1 The present senes shows a higher incidence of polio in the males 

2 The maximum number of cases belonged to the age-group, 
7 — 12 months 

3 The females have shown on the whole a favourable reaction to 
the polio 

4 The list of differential diagnosis, as encountered, is appended 

5 The results of DJI E 45 and Pnscol are presented with the 
controls, though the number of cases is small 

I am indebted to Dr N D Patel Hon Physician IC E M Hospital, Parel, Bombay forhisguid 
unce and advice, nnd Dr S V Jogleknr Superintendent M G Hospitals Sion for his permission to 
publish the cases My thanks are also due to Sandoz Products Ltd , for the supply of DJI E 45 and 
to Cl bn Pharma Ltd for the supply of Priscol 
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PITFALLS IN CARDIAC DIAGNOSIS 

by 

V V SHAH, MD , MU CP (Lond) MJt OP E 

111 the course of medical practice, one comes across certain findings 
which may be mistaken as heart disease It is well known to us that if 
a patient others ise healthy, is told that Ins present symptoms are due 
to heart disease or myocardial damage, he views this ivith anxiety and 
seriousness, leading an in\ ahd life A patient when he was told that he 
had myocardial damage, narrated the anxiety and sleepless nights 
through which he passed, only to learn later that his heart was normal 
Hesitating opinion on the part of physician or m trying to steer safe and 
remain equivocal, paves a w ay to cardiac neurosis and a life of cardiac 
invalidism The prognosis, management and treatment also depend 
upon the proper evaluation of these symptoms and signs I shall there- 
fore discuss with you certain observations which are bkely to be inter- 
preted as heart disease, but which can be partly or wholly explained by 
extra cardiac causes or as mere physiological variations 

The first symptom that I propose to discuss is praeeordial pain 
As a cardiac symptom, this is the commonest met with in consulting 
practice It is referred to decide, “Is it a cardiac pgm t e pain of cardiac 
ischenua or myocardial infarct ? If not so, what is the cause ?” In an 
analysis of one hundred and fifty consecutive cases referred in private 
practice, for heart disease or suspected of heart disease, 50% were 
referred for praeeordial pain, out of which two-thirds belonged to a 
group of extracardiac pain and one-third only to cardiac pam Even in 
such a small series as this, you will see that extracardiac pain is very 
frequent I am not surprised at this because there are as many causes 
of pain as tlieie arc anatomical structures round about the heart The 
common causes which I have come across are — affections of mammary 
gland hke — mastodynia, chronic mastitis, tight corsets and ill-fitting 
supports, muscle cramp and muscle strain, myofibrositis, arthnts of 
sterno costal and cost chondral articulations, flatulent dyspepsia-gastric 
or colonic distension, oesophageal and cardiospasm, peptic ulcer etc 
Complete details about the praeeordial pam should be obtained vrz 
exact site or location, its character, what brings it on 9 "What relieves 
it ? Docs it come on even at rest ? Mode of onset and duration and any 
associated symptoms Common sense evaluation after a careful and 
searching clinical examination with an unbiassed nund will prevent an 
error and the labour will be rewarded by a positive chnical diagnosis 

Even after careful exclusion of these causes in extracardiac pain, 
the commonest cause is neurotic or pysehosomatic pam Paul White 
also found this kind of “heart-pam” to be the commonest It is com- 
mon in young adults, females more than males It is usually located m 
infra-mammary region It is a dull or heaxey ache but may be inter- 
spersed with momentary jabs, stabs or pricks Its production is not 
dependent on phvsical effort and it also lasts while at rest Its duration 
is long, and it may radiate to left arm It is aggravated by worry, 
pressure of work, or emotional disturbances The patient has multiple 
sx mptoms hke palpitation, weakness, giddiness and often described 
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by the patient as shortness of breath, but if further questioned or de- 
monstrated to the patient, it is sighing type of breathing, coming on at 
intervals Clinical and radiological examination of heart is normal 
and electrocardiogram taken even during an attack of pain is entirely 
normal These points are diagnostic of psycho-somatic pam and it 
should be diagnosed irrespective of whether there is an organic heart 
disease like rheumatic, coronary or hypertensive Patients with other 
manifest hysterical symptoms and signs, sometimes complain of pam 
in praecordium which is frequently acute and severe, patient often 
screaming loudly The severest pam that I have seen has been a hysteri- 
cal pam m a young female patient, having also off and on hysterical 
fits and with a long history of psychic trauma 

I am quite conscious of the difficulties of diagnosing the cause of 
praecordial pam m extra cardiac group and sometimes it is impossible, 
but m nearly all cases, it is possible to give a definite opinion whether it 
is a cardiac pam or it is not A confident reassurance that your heart is 
entirely normal is the first important step in his recovery and so often 
half of his symptoms are soon relieved 

You are well conversant with the clinical features of pain of cardiac 
ischaemia or cardiac infarct The classic clinical description of anginal 
pain by William Heberden, written as long back as 1772, is enough to 
diagnose large majority of cases of angina pcctons or cardiac ischaemia 
I need only emphasise a few points me its location, its character, its 
relation to effort and relief by rest and nitrites It is located in the 
substemal region any w here from the epigastrium to the root of the neck 
just to the left of the sternum less frequently over the praecordium and 
rarely at the apex of the heart The patient complains of a peculiar 
distress in the chest described as a disagreeable feehng, a sense of tight- 
ness or constriction or choking or indigestion or a feeling of fullness 
but never a lancing or pricking or stabbing type of pain Walking is 
the most important form of physical effort to precipitate an attack, 
particularly if executed quickly or uphill Full meals, cold weather and 
emotional upset arc important predisposing factors To relieve this 
distress patient prefers to remain still standing or may contmue to walk 
slowly if the attack is not severe or the journey not uphill When the 
pam recurs under the same condition from day to day makes practically 
certain the diagnosis of ischamic pain If a person suffering from ische- 
mic pain happens to be young or a female patient always think of pre- 
disposing causes like hypertension, anaemia, diabetes, aortic valvular 
disease, syphilitic aortitis, myxedema, paroxysmal tachycardia, severe 
mitral stenosis, coronary emboli or aberrant coronary artery Although 
normal bloodpressure is common among males with angina, hyper- 
tension is the most important predisposing factor m females Despite the 
great dependence on the subjective symptoms, the diagnosis of cardiac 
lsehamia by and large can be made with a high degree of accuracy 
In any case where there is a doubt, electrocardiogram is very helpful 
S T segment and T wave changes or presence of pathological Q wave 
•are frequent findings In the cases seen by me a very high percentage 
show pathologic ECG- changes, which though in no w r ay specific, are 
helpful in avoiding the error of making a dignosis of normal heart and 
m a suspected case, the myocardial damage is highly likely to be due to 
cardiac ischamia If ECG taken at rest is within normal limits of 
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physiological variations, it should be taken after an exercise Test 
and if it is still found normal the diagnosis should be revised unless 
there is in cry strong clinical suspicion Deep but narrow Q wave and 
T wave inversion in L3 and left axis deviation are not uncommonly 
found in obese individuals and 111 abdonunal distension with high diaph- 
ragms and horizontal lie of the heart and do not by themselves denote 
any myocardial damage Qs should be considered abnormal if it is 
04 sec or more u ide, when it is about 50 per cent or more the amplitude 
of the tallest R in the standard leads and Q 2 is about 25 per cent the 
amplitude of R„ Presence of abnormal Q wave in the left leg unipolar 
lead (AVF) is highly significant, denoting evidence of old posterior 
myocardial infarct Unipolar limb lead Electrocardiography will help 
m deciding the position of the heart 

Another common cardiac symptom is dyspnoea or breathlessness 
As breathlessness is the primary complaint in heart failure, the patient 
or the doctor quickly suspects heart as the cause But it must 
not be forgotten that there are other causes of shortness of breath 

Obesity itself 111 an otherwise healthy individual can produce short- 
ness of breath which is not progressive and is apt to be elicited only on 
effort, particularly climbing of stairs With advancing age, especially in 
the presence of obesity, particularly involving the abdominal region, 
this natural reaction to increased physical performance is expected The 
diaphragm does not descend as readily and is apt to be held in a high 
position and the vital capacity of the lungs is diminished It follows 
therefore that not all obese patients who have dyspnoea, have heart 
failure and that even where there is definite evidence of organic heart 
disease, the dyspnoea may be only parti} , if at all, the result of heart 
disease The presence of horizontal position of the heart, givmg an 
impression on radioscopy of apparent enlargement of the heart and left 
axis deviation with presence of Q wave and T3 inversion in L3 make the 
mistake all the more likely It is quite likely that some of these obese 
patients are being treated for heart disease when I feel that they have 
nothing more than obesity Before one pronounces that there is 
1 adiological enlargement of the left ventricle, the patient should be 
screened during inspiration m postero-antenor view and 111 left oblique 
position and one must satisfy the following criteria xnz { 1 ) Rounding 
of the left ventricular contour, particularly m its upper portion, 
( 2 ) mcrease in the length of the left ventricular segment with 
elongation downward and ( 8 ) posterior bulge seen in left anterior 
oblique position Left axis deviation by itself does not mean left ventri- 
cular hypertrophy and all the ECG changes noted above are commonly 
found 111 obese patients, because of the horizontal lie of the heart 
To dignose left vetricular hypertropy, there must be ST depression and 
T w ave biphasie or inverted in L , and in chest leads on left of the prae- 
cordium (eg Y., and V c ) The QRs interval may widen Remember 
that the earliest evidence of left ventricular hyptertropy is radiological, 
obtained on fluoroscopic examination of heart in P A and anterior 
oblique positions and not Electrocardiographic ECG may be com- 
pletely normal 

Allergic bronchitis, Tropical Eosmophilia and Broncluectacis are 
not uncommon associations, with organic heart disease, as partly or 
wholly responsible for the cause of cough and dysponea When a 
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patient is referred for cough and dysponea with organic heart disease, 
these symptoms have been interpreted as cardiac dyspnoea or cardiac 
asthma A male patient aged 58 had attacks of cough with 
dyspnoea More than a year back, he had coronary thrombosis He 
was thought to be in a serious state of cardiac asthma with a bad progn- 
osis Clinical examination of heart did not reveal any abnormality 
and heart size was also normal Expiration was prolonged with rhon- 
chi all over chest and there was notable absence of basal rales ECG 
showed old and healed anterior myocardial mfaict In view of the 
absence of dyspnoea m between the attacks, lying comfortably flat wnth 
one pillow, presence of expiration prolonged with rhonchi and absence 
of basal congestion, it was thought that bronchial or broncho-pulmonary 
factor seemed very important There was polymorpho-nuclear leuco- 
cytosis with cosinophiha and dramatic improvement and complete 
recovery from cough and dyspnoea on administration of arsemcals 
After a year’s follow up, he is quite well This illustrates that patient 
was suffering from Tropical Eosinophilia and left sided heart failure was 
not responsible for dyspnoea and cough I have also come across cases 
of mitral stenosis admitted for attacks of dyspnoea and cough which 
can be mistaken as congestive cardiac failure but on proper examination 
and followup and after excluding conditions like paroxysmal auricular 
filrillation or paroxysmal tachycardia responsible for acute failure m 
mitral stenosis they had an associated condition of allergic bronchitis 
or Tropical Eosinophilia, partly or wholly responsible for dyspnoea 

In old people with arteriosclerosis having blood pressure of the variety 
of 160 — 180 mm Hg systolic and 80 — 100 mm Hg diastolic, chronic 
bronchitis or bronchiectasis and emphysema are common associations 
The dyspnoea is attributed to hypertensive failure when I am convinced 
that some of these have bronchopulmonary affections responsible for 
dyspnoea This is important because the prognosis, management and 
treatment are very much different 

I have already pointed out to you the frequent presence of sighing 
type of breathing in patients having infra-mammary psychosomatic 
pam It is a common experience that whenever we are relieved of tense 
or anxious situation, we take a sigh of relief It is quite possible that 
periodic sighing respiration may be an expression of relief from chroni- 
cally anxious and tense state of mind which may be present at a sub- 
conscious level Whatever it may be, it is one of the pathognomonic 
signs of psychoneurosis and though described by the patient as dyspnoea 
there is no increase in respiration rate and it should not be taken at its 
face value but either shown to the patient or asked the patient what he 
or she means by it 

Hysterical dyspnoea with respiratory rate increased to about 
40 — 60 per minute is not uncommonly seen m young female patients 
having other manifest symptoms and signs of hysteria Absence of 
signs in the lungs and lying flat undisturbed for long, though seemingly 
in a serious state of dyspnoea, are important findings Pam in prae- 
cordium, rapid respiration rate and irregular pulse because of marked 
smus arrhythmia mimicking auricular fibrillation, were the findings met 
with in a young girl, referred ns a heart attack, but clear chest, regular 
pulse on asking the patient to stop breathing, the presence of associated 
hysterical manifestations and proper follow' up, decided beyond doubt 
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the diagnosis as hysterical pain, hysterical dyspnoea and marked sinus 
arrhythmia in view of rapid respirations 

Oedema over ankles and legs is one of the important signs m right 
sided failure Heavy persons who have to stand for long m one position 
are likely to have slight oedema over the ankles The presence of vari- 
cose veins favours its occurrence Obstruction of the venous circula- 
tion is frequently responsible for oedema Before you diagnose cardiac 
oedema, make sure that venous pressure is raised and liver is enlarged 
and tender If these are not present, look out for local cause of oedema 
viz venous thrombosis, varicose % enis, tight garters etc Hypoprot- 
einaemia as a cause of oedema should be kept m mind even in patients 
having an organic heart disease Malnutrition is so rampant m our 
country that hypoprotemaemia as a cause of oedema is very frequent ui 
hospital type of patients A young girl, pnmipara, running 7th month 
of pregnancy, was referred for advice as to termination of pregnancy 
as she was supposed to be suffering from congestive cardiac failure 
because of oedema over legs and loud systolic murmur at mitral area 
In view of absence of pulmonary congestion, venous pressure not raised, 
and liver not enlarged and tender, congestive cardiac failure due to 
mitral disease was ruled out She had hypoprotemaemia and anaemia 
as the cause of oedema and the murmur was not due to mitral disease 
but it was a late systolic innocent murmur — Grade III She had 
a normal delivery and after a year’s follow up, she is none the worse for 
that noise with a reassurance that she can live as normally as any 
other normal person To quote Paul White “Much digitalis has been 
wastefully prescribed m such cases before careful apraisal of the heart 
itself has demonstrated its futility ” 

Hypertension — Elevation of the systolic element of the blood 
pressure without concomitant rise m the diastolic element is so common 
in old people that the blood pressure of 160 180/80-100 mm Hg is a 
frequent finding It is being often told to the patient that you are 
suffering from slight high blood pressure The word “high blood pres- 
sure” is such a dread in public mind that once the idea of blood pressure 
is put m his mind, lie becomes so manometer-minded that small rises of 
blood pressure give rise to an anxiety, ultimately leading to neurosis 
Systolic hypertension is uther due to an increase in the cardiac output 
or to a greater rigidity of the larger vessels of the arterial tree It is 
not a consequence of increased peripheral resistance This type of sys- 
tolic hypertension is met with in aortic insufficiency, hyperthyroidism, 
arterio-venous communications, heart-block with slow-rates and sclerosis 
of the aorta and larger vessels If in aortic insufficiency or thyro- 
toxicosis or heart block, patient is not told that he has hypertension, 
why mention the same to patients having arteriosclerosis m which also 
systolic rise of blood pressure is compensatory ? I feel that the mention 
of high blood pressure should be omitted in such cases unless there is 
clinical, radiological or electrocardiographic evidence of left ventricular 
hypertrophy, and the patient told that your vessels are a little aged or the 
doctor told that he has arteriosclerosis I am putting tlus proviso 
because m some cases, I have found systolic blood pressure roundabout- 
200 and diastolic about 80 — 95 associated with left ventricular-hyper 
trophy I am pleading this because systolic rise of blood pressure m 
old people without concomitant rise of diastolic pressure is so benign 
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that patients do not suffer from complications like left ventricular 
failure attributable to hypertension but live a long and useful life unless 
vascular complications because of athero-sclerosis supervene 

There are many other problems c g systolic murmur at mitral area 
which is frequently mistaken as mitral disease, healthy splitting of 1st 
sound as presystohe murmur of mitral stenosis or triple rhythm, dis- 
placed apexbcat as enlarged hcartespecinlly in coses of depressed sternum 
and T, in\ ersion because of wrong connections interpreted as evidence 
of mj ocardial damage or coronary disease It is difficult to discuss them 
in such a short space of time however much I may like it I shall only 
conclude by saying that a good fluoroscopic and electrocardiographic 
examination is a valuable aid, but with the bewildering grow th of special- 
ised examinations for precision in diagnosis, a discriminative and a good 
bed side clinical examination becomes all the more important 
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Critical Notes and Abstracts 

ANDROGEN THERAPY — W 0 Thompson, md , Chicago, Annals 
of Internal Medicine, January 1949, 84 55-68 

Androgens are general metabolic stimulants and not merely subs- 
tances which affect sex function This is emphasized by the variety of 
the secondary sex characteristics, all of which owe their development to 
the action of the male sex hormone This substance is responsible for 
growth of the external genitalia , increase in the size and firmness of 
muscles , normal configuration of the skeleton , growth and function of 
the prostate , masculine distribution of hair , normal emotional re- 
actions , and lowering of the pitch of the voice 

There is debate as to what the male sex hormone is, but testosterone 
is the most potent androgenic material isolated, and many consider the 
hormone to be this substance in chemical combination In order to 
carry out androgen therapy intelligently, a clear understanding of the 
various types of hypogonadism is necessary 

The testis has two functioning parts, namely, the seminiferous 
tubules which produce spermatozoa, and the interstitial cells which 
produce male sex hormone The functions of these two portions of the 
testis are inter-related and normal spermatogemsis appears to be in part 
dependent on normal production of the male hormone The testis 
may show atrophy of the semmferous tubules, however, without much 
impairment of function of the interstitial cells 

There is a close relation between the anterior lobe of the pituitary 
and the testis The former produces a follicle stimulating hormone 
which influences the function of the seminiferous tubules, and a luteiniz- 
ing hormone which stimulates the interstitial cells to produce male sex 
hormone Hypogonadism may therefore be either primary or seconda- 
ary, the primary type being caused by some defect m the testis itself, 
and the secondary type resulting from some defect m the stimulating 
mechanism of the pituitary 

Androgen therapy is substitution therapy, whereas gonadotropic 
therapy is stimulation therapy In general, androgens should be emp- 
loyed when it is impossible to stimulate the testis adequatley with gona- 
dotropins Chorionic gonadotropin is very effective m stimulating the 
interstitial cells of the testis, but we lack a satisfactory method of stimu- 
lating spermatogenesis Nonetheless, the substances available are of 
use in a wide variety of conditions 

In eunuchism, there is complete loss of both functions of the testes 
as a result of the removal, injury or atrophy of these glands The ad- 
ministration of testosterone propionate usually substitutes completely 
for the male sex hormone The ideal age to begm treatment is 11 or 
12 years If given at this time, testosterone will cause normal develop- 
ment of the secondary sex characteristics If treatment is delayed until 
after puberty, some skeletal disproportion willpersist, and the genitalia, 
musculature and hair will not develop fully When men as castrated 
after puberty, the administration of testosterone propionate will restore 
the secondary sex characteristics to normal In all these individuals, 
the defect is a permanent one and treatment is necessary throughout 
life The amount of material required to produce [maximum develop- 
ment varies in indu iduals, but 25 0 mg mtra mauscularly 8 times a 
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week is the dose for many In some, as much as 50 mg a day maybe 
necessary 

In some cases of cryptorchism, the testes will descend into the scro- 
tum w ith glandular therapy but very often surgical measures are neces- 
sary , the cryptorchism may be due to endocrine or mechanical factors 
When testes are in the abdominal cavity they should be brought into 
the scrotum as early as possible The risk of permanent damage to 
them is greater the longer they remain in an abnormal environment 
Chorionic gonadotropin is the best therapeutic agent and the intramuscu- 
lar injection of 500 I U 8 times a week should be tried first If meffec- 
ti\ e, testosterone should also be used After the testes have been brought 
into the scrotum, the need for further therapy must be determined 
at puberty 

In eunuchoidism, the testes may be atrophic and m the scrotum 
or there may be bilateral cryptorchism In this condition, there is only 
partial loss of testicular function There is always a deficient production 
of male sex hormone and almost always a deficiency in spermatogenesis 
It is important to determine if the testicular defect is primary or second- 
ary and to treat the patient accordingly If normal amounts of follicle 
stimulating hormone can be demonstrated in the urine, the defect is 
primin' If facilities for hormone assays are not available the type of 
eunuchoidism may be determined by administration of chorionic gona- 
dotropin If the testes responds to this therapy, the defect is secondary 

Tne treatment of the eunuchoid state should be started at 11 or 
12 yea-s of age In these persons, the testes are often abnormally small, 
but is not easy to be certain that testicular function is deficient For 
this reason, treatment is often delayed until irreparable changes in the 
skeleton and musculature occur If eunuchoidism is treated after 
puberty, the testes may not produce enough male sev hormone to cause 
adequate development of the secondary sex charactristics In this 
situation, treatment with testosterone propionate in the dose mentioned 
may be desirable though the eunuchoidism is of the secondary type 
Chorionic gonadotropin may produce genital growth when the testes 
are m the abdomen but stimulation therapy may be more effective if 
the testes are in the scrotum 

In pituitary dwarfs, hypogonadism is of the secondary type and 
chorionic gonadotropin is usually effective in stimulating skeletal 
growth Testosterone needs to be used only when a maximum effect 
cannot be obtained with stimulation therapy Treatment should be 
started at about the age of 12 years, and when begun at this time, thera- 
py causes the the patient to grow taller and to develop normal propor- 
tions He remains a dwarf, however, as he is without the benefit of 
pituitary growth factor of w'hich we have no effective preparation In 
older pituitary dwarfs, the testis does not respond well to stimulation, 
and testosterone is Indicated 

In patients with inoperable carcmoma of the breast, 100 mg of 
testosterone propionate 8 times a week ameliorates unpleasant symp- 
toms It does not have much effect on the breast lesion, but some 
calcification may occur m bony metastases, pain may be relieved, and 
the nutritional status of the patient improved This type of therapy 
is valuable m pre-menopausal patients when estrogens are said to be 
contraindicated High doses are maintained for 8 to 10 weeks, following 
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attacks of cardiac asthma were also relieved In all cases of this type 
it is reasonable to assume that the collateral coronary circulation was 
improved 

It is concluded that khelhn is an effective drug for the continuous 
treatment of angina pectoris and also for the individual attacks of pam 
Suggested oral dose of the drug is 50 to 100 mg three times daily , by 
mtramseular injection, 100 to 200 mg may be given A few patients 
complain of a sensation of warmth and mild dyspeptic symtoms or in- 
somnia, but the side effects are few and the bleeding and coagulation tunes 
are not altered The action of khelhn, m general, is similar to that of 
ammophylhn but is approximatly four times stronger 

THE NEWER ANALGESIC DRUGS THEIR USE AND ABUSE 
— Harris Isbell, at v Lexington, Kentucky Annals of Internal 
Medicine, December, 29, 1949 1003-1018 

A constant search has been carried on for drugs which would be 
equal to morphine ut analgesic action but which would have fewer side 
effects, and particularly for drugs which would have less addiction liabi- 
lity Little progress was made until 1939 when Small, Eddy, Mosettig, 
and Himmelsbach issued a summary of their studies on methyldihydro- 
morphmone, or metopon, a new member of the morphine senes of drugs 
which appeared to possess some distuict advantages over morphine 
Since 1939, two new potent analgesic drugs, which are not chemically 
related to morphine or to each other, have been discovered These are 
meperidine, or demerol (ethyl l-methyl-4-phenyI-piperidine-4-carboxy- 
late), and methadon, or amidone (6 dmiethylamino-4-4-diphenyl-3- 
heptanone) The fact that, despite the lack of chemical resemblance, 
meperidine and metopon have much in common pharmacologically 
with each other and with morphine is rather astonishing and has given 
great impetus to the search for more effective analgesics We can ex- 
pect the development of new compounds in themeperidme and methadon 
senes which may possess advantages over the original drugs , and other 
analgesic drugs with molecular structures differing from any yet known 
may be discovered While this quest for new substances with pain- 
rehei ing actions is desirable, it will also bring confusion The choice 
of an analgesic drug may soon be as complex as the choice of an hypnotic 
drug It therefore seems wise at this point to attempt to assess the 
advantages of the three new analgesics, metopon, meperidine, and metha 
don, to consider their addiction liability, and to describe or discuss some 
indications for their use 

Analgesic Effect — Morphine and metopan are the two most effec- 
tive drugs in altering alL factors concerned with production of analgesia 
following a single dose Meperidine and methadon are less effective 
However, if the drugs are used every four to six hours, the order is radi- 
cally altered, methadon is slow acting, cumulative drug and, when repeat- 
edly administered, it exerts an effect on the reaction to pam equal to that 
produced by morphine and excels morphine m sedative and hypnotic 
effect Methadon is, therefore, not a good drug for pre-anesthetic 
medication and is only fairly effective m situations requnng very rapid 
relief of pam, but it is a very good drug for the relief of chronic pam 
Under conditions of repeated dosage, methadon is equal to morpnme 
and metopon in mducing analgesia Meperidine, though fairly effective, 
is not as reliable or as potent an analgesic as are the other three drugs 
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METOPON In minimal analgesic doses, metopon is less likely 
to produce sedation and mental dullness than is morphine Metopon, 
m conjunction v ith inhalation anesthetics, may produce serious respira- 
tory depression, and is, therefore, contraindicated as pre-anesthetic 
medication Metopon is almost as effective m relieving pain when given 
by mouth as when administered hypodermically Due to difficulties 
m manufacture, metopon is about 10 times as expensive as morphine, 
and the amount available for use may always be limited 

MEPERDINE It is common clinical experience that persons who 
cannot tolerate morphine because of nausea may tolerate mepridine 
In man, meperidine relaxes spasm of the smooth muscle of the gastro- 
intestinal tract and the ureter Although the role of the spasmolytic 
action of merpendine in relieving colicky pam has been over-emphazised 
the drug at least does not increase spasm of smooth muscle as does morp- 
hine Meperidine does not produce constiptation, It is effective 
when administered by month, but is more expensive than morphine 

JIETHADON Methandon is very similar to morphine in all its 
pharmacologic actions It depresses respiration ns much as does morp- 
hine, causes nausea and vomiting just as frequently, and is constipating 
It is quite irritating when mjected subcutaneously and, if injected 
repeatedly into the same sites, causes severe inflammation and induration 
of the skin Nausea and vomiting of the skin Nausea and vomitmg 
occur so frequently after oral administration that the drug cannot be 
used by this route 

Addiction Liability ,• — Tolerance to the clinical analgesic effects of 
metopan, methadon, and meperidine develops more slowly than does 
tolerance to the analgesic effect of morphine The slow development of 
tolerance is the greatest advantage these drugs possess over morphine 
Metopan has one further advantage , tolerance to the clinical analgesic 
effect of metopan is abohshed by withdrawing the drug for only 8 to 14 
hours This rapid loss of tolerance has not been shown to occur with 
any other analgesic drug 

Metopon, meperidine, and methadon all have physical dependence 
liability However, abstinence symptoms following withdrawl from 
both meperidine and metopan came on more rapidly, were less intense, 
and subsided more rapidly than did abstinence symptoms following 
withdrawl from morphine The abstinence syndrome following with- 
drawal of methadon was milder than the abstinence syndrone following 
withdrawl of metopon or meperidine Following withdrawal of metha- 
don, very few of the autonomic signs so characterisics of the abstinence 
syndrome following withdrawal from morphine, metopan, or meperidine 
were observed 

The evidence forces us to conclude that all three drugs are addictmg 
Any differences noted m the addiction liability of the new analgesic 
drugs from that of morphine are differences in degree, not kind Toler- 
ance has developed to actions of all three drugs Physical dependence 
has been demonstrated after prolonge d administration of all three drugs 
and, more important, all three drugs have been shown to possess consi- 
derable habituation liability 

Clinical Applications of the New Analgesics -—It is not to be expected 
that these new drugs will completely replace morphine Due to its 
quick but long-lasting action, its reliability its powerful sedatn e action, 
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and its relative cheapness, morphine is still the choice for most patients 
requirmg relief of pam for periods of less than 14 days 

The use of metopan has been restricted by the National Research 
Council to persons with chronic painful diseases, and the drug is available 
for oral use only 

Mependme seems to have lost popularity because it is not as reliable 
or as long-lasting an analgesic as is morphine or methadon Severe 
grades of pam are often not well controlled with meperidine The drug, 
however, deserves a trial meases of pam associated with spasm of smooth 
muscle It is also indicated for persons who are nauseated by morphine 
Since it is effective orally, and smee tolerance develops slowly, it is quite 
useful m managing chronic diseases associated with mild grades of pain 

Methadon can be used in most situations where morphine is indica- 
ted Due to its slow cumulative action, it is proably not as desirable 
as morphine in situations demanding very quick relief of pam The 
drug is useful in chronic diseases since tolerance develops slowly and 
physical dependence on the compound is quite mild If a person with 
a chronic disease has received morphine for a long period of time, 
methadon is the only drug winch can be satisfactorily substiuted for the 
morphine, since meperidine and metopon do not completely suppress 
signs of the abstinence syndrome following withdrawl from morphine 
The fact that methadon cannot be used orally is a great disadvantage, 
which largely limits its use to cases under hospital supen lsion Due to 
the low intensity of the abstinence syndrome following withdrawal of 
the methadon after substitution for morphine m cases strongly addicted 
to morphine, methadon is the drug of choice for treatment of the morp- 
hine abstinence syndrome 

Prevention of abuse of the new Analgesic drugs — Meperidine, meto- 
pon and methadon have been placed under the provisions of the Harrison 
Narcotic Act in order to minimise abuse of the drugs and to limit the 
spread of addiction to them Physicians should keep the danger of 
addition to three substances in mind and should exercise the same cau- 
tion in prescribing them as is followed in prescribing morphine The 
drugs should never be used when other drugs or other measures will 
suffice The dosage should be held to the minimum compatible 
with adequate pain relief and the interval between doses should be 
as great as possible The drugs should be discontinued as soon 
as the need for pam relief has passed They should never be used pri- 
marily for their sedative actions In chronic cases, they should be 
administered orally whenever possible Self medication with a needle 
should be discouraged The drugs should never be given intravenously, 
since this method produces maximum euphoria and carries a great risk 
of addiction The drugs should not be administered to persons with 
known psychopathic or psychoneurotic personalities unless very definite 
indications for the use of a potent analgesic are present The drugs 
should never be used for the relief of symptoms due to alcoholic excess 
since alcoholics are very prone to addiction The drugs should never 
be used for the treatment of asthma, since asthmatics arc also a ery sus- 
ceptible to addiction It is significant that several of the cases of pn 
mary addiction to mependme observed in Lexington, Ky , became 
addicted as a result of administration of meperidine for the relief of 
asthma 
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DERIVATIVES OF THE HYPOTHALAMUS IN THE HUMAN 
BRAIN 

Topograph's , stiucture, and fibre connections of the nuclei compri- 
sing the derivatives of the hypothalamus in the human brain are dis- 
cussed by the authors on the basis of comparative and ontogenetic 
evidence During mammalian and human ontogenetic development, 
the primordial longitudinal hypothalmic cell ?one gives origin to a dorsal 
and cntopcnduncular groups of nuclei, and to anterior, middle, and 
posterior groups The dorsal and entopenduncular group, usually not 
inclined within the conventional definition of the hypothalamus, com- 
prises the globus palhdus and the nucleus subthalamicus of Luys m addi- 
tion to other structures 

This group is especially related to the extrapyranndal motor system, 
but is also closely connected with the conventional hypothalamic groups 
The anterior, middle and posterior hypothalamic nuclear groups com- 
prise the centres commonly designated as hypothalmic and may also be 
tinned the lij potlialamus sensu stneto These centers are especially 
related to the autonomic nervous system The anterior hypothalamic 
group includes the preoptic region, which is clearly a part of the diencep- 
halon and not of the telencephalon impar, as frequently stated in the 
literature 

Functionally, the moie anterior part of the hypothalamus seems 
to be concerned with parasympathetic outflow and the more posterior 
part with sympathetic outflow' The hypothalamus represents an 
important center for the regulation of body temperature and water 
balance It is also implicated m the control of fat metabolism, sex 
functions, and sleep-wakefulness rhythm, and exerts an influence on 
carbohydrate metabolism The hypothalamus is furthermore a signi- 
ficant link m the mechanism of emotional reactions 

(Ivuhlcnbeck llnrtwig and Haymaker ^ ebb “The Derivatives of the llypothulnmus in tlic 
Human Bmln Their Relation to the Extrapyramidnl and Autonomic System* The Military 
Surgeon 105 20 52 Jul> 1049) 

USE OF INTRAVENOUS QUINIDINE DURING CLINICAL 
ANESTHESIA FOR TREATMENT OF ACUTE ARRHYTH- 
MIAS 

Collins points out that quimdine preparations have been found 
effective clinically in treating disorders of cardiac rhythm occurring 
during anesthesia especially w ith cyclopropane A highly soluble salt, 
quimdme lactate, has been tested and found to possess the same activity 
as the sulfate salt 

Oiigmallv, it appeared from clinical observation that quimdine 
administered intravenously* w as effective m about 10 to 12 minutes 
However, examination of the electrocardiographic tracings reveals that 
many rhj tlims are rev erted to normal in four to six minutes Frequent- 
ly a tachycardia, similar to the paradoxic tachycardia following the 
slowing ol an auricular fibrillation, develops and lasts for one to three 
minutes 

No untoward cardiovascular reactions have been noted at the time 
of admnustration, and in fact there has been lrnprov ement with elevation 
of the systolic blood pressure Neither has respiratory depression or 
bronchospasm been seen in the cases treated No instances of ldiosyn- 
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crasy have been detected m a careful post-operative follow-up The use 
of qumidine, particularly its intravenous administration, has been 
avoided by many physicians because of its reputed marked toxicity 
Much of this feeling has apparently developed on theoretic grounds, 
especially m relation to patients with chrome auricular fibrillation 

The most feared reaction is that of embolism For this to happen 
auricular fibrillation must have existed for some time m order that a 
thrombus form Stroud and Laplace state that the incidence of embolic 
phenomenon in chrome auricular fibrillation is no greater with quimdme 
than with digitalis Marvin reports that embolic episodes are definitely 
less when quimdme is used than when no drug is administered Like- 
wise the report by McMillan in which patients with chrome auricular 
fibrillation were treated with quimdme shows that serious side reactions 
to qmmdine are few 

In other words, it appears that toxic reactions to quimdme have 
actually been overrated and a useful drug has been neglected Further- 
more, the arrhythmias developing during anesthesia are acute, and hence 
thrombus formation is minimal or unlikely The precipitation of ventri- 
cular fibrillation by quimdme is a possible hazard However, quimdme 
is actually indicated for breaking the mechanism of paroxysmal ventri- 
cular fibrillation 

(Collin* Vincent J NcwTork N \ ‘ Use of Intrm enou* Qulnldlne Durlnjr Clinical Anesthesia 

for Treatment of \eute \rrlr, tlimlns ” New 1 ork Stale Journal of Medicine 49 i 1564 1550 JqK , 
1040) 

ENDOCARDITIS IN “MAIN LINE” OPIUM ADDICTS 

Eleven instances of endocarditis m opium addicts who used the 
intravenous route of administration w ere recorded in a three-year period 
by Luttgens Interference with the supply of opium from the Middle 
East and the Far East during the recent war resulted m the importation 
of a crude opium from Mexico It has been suggested that in the hand- 
ling of the crude material without precautions as to sterility, bacteria 
gam entrance to the blood stream and give rise to endocarditis 

The causative organism in seven of the 11 cases was a noil-hemolytic 
type of streptococcus, resistant to penicillin In one of these cases, a 
species of Candida also was present Esch coh was responsible m one 
case , no organism was isolated in another The aortic valve was involv- 
ed in these nine cases, involvement of the mitral valve, when present, 
appeared secondary Streptomycin effected a cure in one case of 
endocarditis cause by A aeorgenes The mitral valve was probably 
involved m this case 

In one case a patient who had tricuspid endocarditis caused by 
Ps aeruginosa survived for five months, despite only transient improve- 
ment resulting from streptomycin therapy No definite evidence of 
rheumatic, congenital or syphilitic heart disease was present m these 
cases It is possible that in the particular type of endocarditis con- 
cerned the heart valves need not have been damaged previously and 
that normal valves may have become infected after repeated exposure 
to injected bacteria 

(Luttcem, William F , San Francisco California “Endocarditis In ‘Main Line’ Opium Ad* 
diets' Archiver of Internal Medicine, 83 685 664 June, 1040) 
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IRON OVERLOAD (HEMOSIDEROSIS) AGGRAVATED BY 
BLOOD TRANSFUSIONS 

The authors report five cases of iron overload (hemosiderosis) 
aggravated by blood transfusions on which autopsies were subsequently 
performed The five cases include three definite types of anemia 
There w ere two instances of acquired hemolytic anemia that failed to 
respond to splenectomy In two cases the picture of “aplastic anemia” 
was present One patient had a definite pulmonary fungus granuloma 
demonstrated by tissue sections, and the other patient had a tuberculoid 
granulomatous nepliropathy and was found to have widespread fungus 
o\crgrowth 24 hours after death 

Whether the latter constituted an agonal invasion related to the 
renal granuloma could not be decided The fifth case was one of classic 
pernicious anemia with repeated relapses due to failure of the patient 
to maintain liver therapy, Widespread tissue damage was noted, and 
factors which may account for this are discussed by the authors 

The outlook for patients that are sustained hematologically by 
prolonged blood transfusion therapy does not appear good Two 
complications seem likely to develop (a) frequent reactions to the 
infused blood, with a more rapid dissipation of the infused erythrocytes 
and ( b ) iron overload of body tissue, mainly the liver, 

(Mulrhcnd E E .Dftllns Tex et nl Iron Overload (Hemosiderosis) Aggravated by Blood Traus 
fusions IirAtott of Internal Medicine, 83 477 501 May, 1949) 

SEX-HORMONE RELATIONSHIPS IN MEN 

Hoskins and Pincus report data on the steroid components of the 
urine of male scluzoplirenics as well as of normal men and women 
Groups of 28 normal men, 11 normal women, and 29 schizophrenic men 
were compaied as to the urinary output of androgen, of estrogen, and of 
17-ketosteroids The ratios of these substances to each other were 
calculated for each of the three groups 

There w as considerable overlapping in the various categories but 
the women were found to have excreted more estrogen and less androgen 
and 17-ketosteroids than did the men, the differences m the means being 
statistically valid The androgen estrogen ratio in the men surpassed 
that m the women in proportion of 16 8 to 2 8 The proportion of active 
androgen in the total ketosteroid output was also higher in the normal 
men than in the women 

In case of the patients (men) the total estrogen output was lower than 
that of the women in proportion of 15 8 to 26 8 whereas it was slightly 
but significantly higher (15 8 to 12 6) than that of the normal men The 
androgen output of the patients surpassed that of the women m propor- 
tion of about 12 to 7 but fell significantly below that of the normal men 
by a ratio of 12 to 18 The mean androgen estrogen ratios in the ivomen 
were 2 8, in the men 16 3, and in the patients the intermediate ratio of 
9 7 

Li all these various hormonal categories, therefore, the schizoph- 
renic men showed a definite approach toward the feminine patterns but 
remained more “masculine” than the normal women As regards 
psychologic characteristics the five patients with the lowest androgen- 
to-estrogen ratios were less aggressive than the four with the highest 
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ratios Such homosexuality as was c\ ldcnt was also a matter of more 
active concern m the latter group 

(Hoskins R G Worcester Sta l c Hospital Moss und PIncus Gregory : Sex Hormone Relation 
ships in Schizophrenic Men Psychosomatic Medicine 302 300, March April, 3040) 

HEARING REEDUCATION 

According to Brow'd auditoiy reeducation is an effective therapeutic 
measure indicated m all degrees and patterns of hearing loss of long 
standing and in all situations m w Inch an untroublesome level of hearing 
has not been, or is not likely to be reached or maintained tlirougli other 
measures Though generally thought to be a procedure winch can be 
given only with a hearing aid, auditory reeducation may be given effec- 
tively with or without a hearing aid 

On the other hand, a hearing aid seldom provides a satisfactory level 
of hearing without auditory reeducation As a rule, those with more than 
a 40 decibel average loss between the frequencls of 128 and 8192 cycles 
per second m the better ear require both hearing aid and hearing reeduca- 
tion, but some patients with a loss as great as 50 decibles can be brought 
to a satisfactory level without a hearing aid Generally, those with less 
than a 40 decibel average loss between 128 and 9182 m the better 
ear can attain a satisfactory level of hearing through auditory reeduca- 
tion without a hearing aid, but some require both hearing aid and hear- 
ing reeducation 

Patients with a 20 to 35 decibel loss m the better ear can tolerate 
a hearing aid in very few situations n the course of the day On that 
account, they have in the past been forced to remain hard of hearing, 
although numerically they constitute an appreciable portion of the hard 
of hearing group When given auditory reeducation alone few r of them 
fail to attain a satisfactory level of hearing Hearing reeducation 
without a hearing aid is also indicated for the following persons 

1 Those with a 85 to 50 decibel loss m the better ear who are 
acoustically suited, but whose station, calhng or temperament makes 
them unsuited, for a hearing aid 

2 Those unsuited for a hearing aid whose tmmtus or other aural 
symptoms are caused by the hearing loss itself 

3 Those who have had a hearing aid fitted to their poorer ear 
because they w'ere unable to tolerate a hearing -aid in the better ear 
Such patients can attain a satisfactory lev el of hearing through auditory 
reeducation alone and thus are relieved of the necessity of resorting to a 
gauche procedure 

4 Those who are well suited but prefer not to wear a hearing aid 
Unless they have more than a 50 decibel loss in the better ear it 
would be justifiable to give them auditory reeducation first and decide 
later whether they have to wear a hearing device 

5 Those, who through disuse of the poorer ear, exhibit one or 
more of the disabilities characteristic of monaural hearing 

(Dr Victor L Browd ‘Hearing Re education Without the Dsc of Hearing Aids Archives of 
Otolaryngology 49 513 528 Mav 1949 Dr Browd Is connected with the Department of Otolaryn 

gologj , Slount Sinai Hospital New York New York) 

IRON METABOLISM AND HEMOCHROMATOSIS 

Granick discusses iron metabolism and hemochromatosis The 
review is divided into four parts In part one he enumerates and 
classifies the iron compounds of the body In the second part he 
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discusses the properties of some of these iron compounds In the third 
part the properties and the hypotheses concerned with the regulation of 
iron absorption by the gastrointestinal mucosa is discussed , and m the 
last part, certain of the aspects of iron metabolism, as they might be 
related to hemochromatosis, is discussed 

To the practicing physician the practical question must be upper- 
most What can be done for a patient with hemochromatosis ? Little 
hope can be extended to a far-gone case except symptomatic treatment of 
cirrhosis, or the diabetes or heart involvement However, there would 
seem to be already a rational approach to the prevention of hemochro- 
matosis 

The hemochromatosis of the nutritional "variety is probably extre- 
mely rare in this country We are then concerned primarily with the 
hemochromatosis due to metabolic error 

1 Prevention and treatment depend on an early recognition of the 
development of this disease A diagnostic sign is a rather high serum 
iron and an otherwise normal blood picture If near lelatives ha\ e had 
hemochromatosis there is all the more reason to be suspicious 

2 A diet might be considered which would limit iron absorption 
first by complexing the iron and secondly by keeping iron m the feme 
state A diet high m phosphates especially m phytic acid would render 
the feme iron highly insoluble One might consider increasing the 
oxidizing activity of the diet by adding vitamin K as the naphtoqu- 
mone One might also decrease the intake of ascorbic acid in the food 
during meals to prevent the feme iron of the food from being reduced 

3 One might consider the feasilibity of making the potential 
hemochromatosis patient a regular blood donor smee bleeding would be 
the only direct way of removing accumulations of iron from the body 
In hemochromatosis developed to the stage of liver or pancreas involve- 
ment, however, this procedure might not be advisable 

4 An aim of the future would be to study the metabolism of the 
mucosal cell m order to understand the factors govermling the reduemg 
mechanisms of the cell Eventually one might attempt to control this 
activity by blocking one or another enzyme with some enzyme inhibitor 
or anti-metabohte 

, r . g “Iron stetnboltan and Hemochromatosis " Bulletin of The New York Academy of 
- , 403-428 July 1849 Dr Granick Is associated -with The Rockefeller Institute for 

JVIedicoI^ResearcbhTecr York Hess York) 



Opinions and Diversions 

The Year is Dying 

The year is dying , 

Our lives are passing 

What do we think of that we have done ? 

What do we long for round the comer ? 

Where are we journeying ? And with what load ? — 

Does the pathway matter ? 

We cannot turn backward , 

We must go to the end whatever it be, 

Into eternity briefly recorded, 

Into oblivion all forgot 

Nothing endures but the exquisite sky, 

This limitless throne-room of God, 

The flight of birds, the spumy leap of waves, 

All Earth's untroubled bounty. 

Wind on the hills, and morning hope, 

Courage, and children's sudden laughtei , and remembrance 
Of great love shared 

And kind deeds done — (Gorell, Poems, 1904-1987 ) 

Schemes and plans for health and education 

It is said that Government of India spends about seventy per cent 
of its revenues on military expenses and so has little money for health 
or education ! Our governments, both central and provincial, with 
their top heavy bureaucracy and wasteful immature schemes can 
have but little money to spend on people’s health and education 
For the rulers who professed a belief m non-violence and who fought 
against bureaucracy and heavy military expenses for thirty years this 
indeed is an embarassmg situation But our wise rulers know Wutzu’s 
“The Book of War” (c 500 b c ) -where it is -written — 

“In ancient times, the Prince Chensang cultivated virtue, and put 
away military tlungs, and his kingdom fell 

“The Prince Yuhu put his trust m numbers, and delighted m war 
and was driven from the throne 

“Therefore the englightened ruler should ponder over these things , 
encourage learning and virtue m the kingdom, and be prepared against 
war from without ” 

Still, one likes to say with Shelley ( Hellas , 1822) — 

“Oh, cease ! must hate and death return 1 
Cease ! must men kill and die ? 

Cease ! drain not to its dregs the urn 
Of bitter prophesy 
The world is weary of the past, 

Oh 1 might it die or rest at last ! ” 

This age 

“But, good God! What an age is this, and what world is thisl 
that a man cannot live without playing the knave and dissimula- 
tion ” — Samuel Pepys 
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The poison of power 

Nothing goes to the head like power The effects of intoxicants 
are nothing compared to that of power As the effect of intoxicating 
drugs vanes according to the cerebral and cultural development of the 
subject, the results of power intoxication are also different in different 
individuals The ignorant man with power is a most dangerous person 
m modem society The psychopath with homicidal tendencies armed with 
a gun running amok does less harm than a psychopath armed with power 
and put m a responsible position where he can wield it without restraint 
or hindrance Acton, a profound student of history, never tired of say- 
ing that power always corrupts a man and absolute power corrupts 
absolutely When an unthinking minority, through force of circums- 
tances, is placed in a position of power it does immense harm It is 
immaterial whether this coercively controlling minority is composed of 
confirmed ‘patriots’, jailgoers, private capitalists or government 
bureaucrats, or of all classes of bosses acting in collaboration The 
result of their coercive action remains the same — the growth of free 
society is curbed, viciated or perverted The well-meaning — but 
drunken with power and hence deprived of reason — politician indulges 
m whims which spell ram for the pebple The rulers of Germany, 1981- 
1945, are examples of immature men who came to power and tried to- 
put into practice their pet beliefs in astrology, homeopathy, race super- 
iority etc and came to gnef in time, but before that, like a bull 
in a China shop, turned the whole world topsy-turvy When one 
thinks of the future of modern science and modern medicine m India, 
one wonders if our present rulers, both central and provincial, all ex- 
cellent and honourable men, are also behaving or are going to behave in 
a somewhat similar irrational nay Otherwise how does one explam 
their various schemes for revival of dead and discarded systems of 
thought, waste of public money on personal whuns, ayurvedic colleges, 
homeopathig^university, university of nature cure, health centre to 
discover trath about various systems of healmg, and what not ? With 
one breath they talk of science, with other they run after mirage, 
practice magic, consult stars, and pray for miracles The behaviour 
of these rulers adorning ministerial chairs is inexplicable except for the 
mechination of“ some god of power to cloud their better sense ” (Aeschylus) 
The tolerant man feels with Rabbi Ben Ezra, (Robert Browning) — 

“Now, who shall arbitrate ? 

Ten men love what I hate. 

Shun what I follow, slight what I receive , 

Ten, who m ears and eyes 
Match me , we all surmise, 

They this thing, and I that 

Whom shall my soul believe ? ” 

And if there are rebuffs from the powers that be — 

“Then, welcome each rebuff 
That turns earth's smoothness rough, 

Each sting that bids, nor sit nor stand but go I ” 

Chaung Tzus has a good parable for thse busybodies who thmk 
they can improve on nature, change science, work miracles, and bring 
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heaven on earth, by plans, schemes, laws, rules, ordinances, and if 
necessary, by shooting ! 

‘ ‘The ruler of Southern Ocean was Shu, the ruler of the Northern 
Ocean was Hu, and the ruler of the Centre was Chaos Shu and Hu 
were continually meeting- m the land of Chaos, who treated them very 
well They consulted together how they might repay his kindness, and 
said — ‘Men all have several orifices for the purposes of seeing, hearing, 
eating, and breathing, while the ruler alone has not a single one. Let us 
try to make them for him ! Accordingly they dug one orifice m him 
every day At the end of seven days Chaos died ” 

If our Shus and Hus have their way and keep on digging holes m 
modem science and medicme it will not be long before the long-suffering 
Chaos (here alas 1 the people) is dead “The Greeks believed that 
hubns was always followed by nemesis, that if you went too far you 
would get a knock on the head to remind you that the gods will not 
tolerate insolence on the part of mortal men” — ( Huxley ) 

The Partition and Linguism 

“So long as the arbitrarily delimited territories of Central America 
were called provinces of the Spanish colonial empire there was peace 
between their inhabitants But early m the nineteenth century the 
various administrative districts of the Spanish empire broke from their 
allegiance to the “mother country” and decided to become nations on 
the European model, Besult they immediately went to war with one 
another Why ? Because, by definition, a sovereign natioiial state is 
an organization that has the right and duty to coerce its members to 
steal and kill on the largest possible scale ” — Huxley 


Medical News and Notes 


MALARIA 


An army of 8,000 men, using weapons ranging from airplnnes to test tubes, 
has turned the Italian island of Sardinia into a battle ground for the war against 
malaria 


Back m 1945, the island was divided into more than 5,000 sectors by the Italinn 
Government, in co operation with UNRRA and the American Rockfeller Foundation, 
opened its campaign against mainna-beanng mosquitoes 

Today, mosquitoes have disappeared from ail but 3 of the sectors As soon as 
mosquitoes are reported in any part of Sardinia, flying squads, armed, with netsand 
DDT, rush to the spot 


Sardinia presented a peculiar problem to the malaria fighters when they first 
mapped their plan of action The island’s fertile plains, where the mosquitoes were 
thickest, could not be sprayed with any preparation harmful to livestock Ento- 
mologists coming to Sardinia pmned the guilt of malaria on the “Iabrcnchaic” 
species of the Anopheles mosquito Then chemists developed what they called 
DDT-naphtha ERLAS, deadly to these mosquitoes but not dangerous to cattle and 
other farm animals. 


— Tropical Medicine Ncics, June 0 10,1940 
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